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I ««« 

10 »iei»iiftW775'J-ttttDh->3i (5-HT3 
) -3^>&7iz^;K3U>g## (nAChR) > GABA-Ag 

15 3->^*;V£bT&&n3o 

5-HT3£##W:, 7O0775'J- ( 5 -HT 1 ~ 5 -HT 7) 
^,-kPh-> (5-HT) 0S«#O-i^ 5-HT3MH'jryh*# 

$>Z>o 5-HT3tt#H SfttTi:, 2S0it^^^ h5-HT3A^ 
20 (Mol. Pharmacol. B48#. 407H, 1995^) t5-HT3B§fW 

D-->^$nTV^ (Nature, ^397#, 359H, 1999^) . 5-HT3g^ 

-i§fi©M©IK^S^5l^@e:To 5 -HT 3S§#3S»fllT?*5^7--fe h 

25 «±®#Micffiv>&n*. «#W0»6 5-HT3^*^e« 

±te#»5££#$3J£*lTl>&££ , t> (Proc. Natl. Acad. Sci. U.S.A, % 
85#, 4557K, 1988¥) , 5 -HT 3%®m*figiMMOMm<DMmzMt>% 
£<h (Biochem. J.. fl344#, 199H, 1999¥) &&0>£, 5-HT3g«:ft 
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-□f^itJt^a'J^^ (nAChR) -3?>%®fctbmttlZ> 
hOX\ Zft£-e\Z9mM(Dy73-~y hOt&EfflnbtlTKZ (Prog. 
Neurobiol., fg613i> 75K, 20003O „ W&ffi&&mzftft?Z>ffimmtm 

5 h^©3®Vifc^EI1"^> (Annu. Rev. Pharaacol. Toxicol., ^40^ 

, 43lH> 2000^) o ^35 i >tt7-fe5 i ;V3U>S«fr^35 :: >tt#fi» 

^£©±###6*1* (Pharmacology & Therapeutics, 3I86#, 29H, 2000 

v^*%-x&^ ^(Dfe&Mz&z^* >mm*&mn t & v > t -> whs 
(omm\zmxs-o < t^zztiZo . 

ttfte^RfHfttt^*^>'^R©^tO , T?*St h 5-HT 
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io ttit>*>. *%W\^ 

(2) se^wt: i-?mt>-2n%7$yMmmz^T2>±m (i) tern©* 

15 (3) ±B (1) mm<D2>W%<D&ft^ttY^rd&*:0^ 

(4) ±e (i) mm<D?>wntt\z±m (3) iBm^^^H^n 

(5) DNATfe?.±g (4) IB«©^U^^I/^h% 

(6) |B»*§: 2T*t)$n^mSBB^l ; £#W-r§±fB (5) IBlfeODNA, 
20 (7) ±12 (5) mM<DDNAZ^-?2>M.mx.<?*-* 

(8) ±ib (7) iB«©mm^^^--e^«^$n^®g^ 

(9) ±IB (8) fBm©^«fegl#£*g*U ±IB (1) f3H<Z>*>/^K£ 

fc«±ie (3) fBm^^y^F^^ #«-&Lae>> cn^m-rs^ 
mmfrz±m (d Em©^>A^g%t<«±iB (3) 

do) ±ib (i) mm<D?>/wm*>v<\z±m (3) lem^^^y^F 

(11) ±13 (5) !3m©DNA&#WUT&3g|g> 

(1 2) ±13 (1) mm<Df>Wn*>L<\Z±B (3) fBicOg&^^F 
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(i 3) ±e (i) mm<D#>wnhv<\t±u (3) ibscd^^^f 
*^«-?-oDm^v^2:t^#mi:T^ ±ib (i) mm<D?>/wmh< 

\*±m (3) ^©^^^F*fe«^om©?5tt?:^ji*feOT*-r^^ 

(14) ±IB (1) mW?>WR%L<\t±m (3) |B«©^^^h* 
£fcte^©&£^f ±IB (1) E«c©^>/1^M*>U<«±I3 (3) 

10 (1 5) ±B (1 3) Em©X^U-->^^*^:«±fB (14) f3fc©7. 
S7V-->sfm*y h£ffiV>T#£>n&, ±13 (1) IBf5<Z)^>/^SI i kL< 
«±1B (3) ^©^^y^FSfc«^©m©?Stt?:{!iii^fe«ffi.^-r§ib 

(i6) ±e (is) mm<D{k&%i&it\tz:<D%i*tthxtii%>mM* 

15 (1 7) ±13 (4) BftO^U^^U^H^fflVJSdt^ftfr*, ±IB 

(18) ±12 (4) ffiffc©tfl)5?£W:*^F*'&WbTfcS* ±fB (1) flBffc 

20 n>^ffi*yK 

(19) ±13 (17) IB«©X^U-n>^^*fc«±S (18) 13®©* 

2\)--yvm*vv*m^xnt>nz>, ±ib (i) fBf^w^Mfc^ 

(2 o) ±ib (i 9) wm.o^m^k.\t^oWL^^xu^mM. 
25 (2 1) ±ib (i 2) mm<Dttifczt;%vTts.2>mmm. 

(2 2) ±IB (1 2) fEm©ffi&£^TUT&3Ell> 

(2 3) ±13 (1 2) fEm©S ! C^ffiV^^t^#m<i: , r^±l3 (1) fBIS© 

^>a#® ©£*#&* 

(2 4) ±13 (2 3) IBf<©£«;£&£fflV>&£££#ifc£'r3±fB (1) 13 
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(2 5) ±ib (i 2) mmom&zm^zztzmwiffz, ±m a) mm 
5 (2 6) ±e (i 2) mmoftftz^vTtsiZ. ±ia (i) mm<D?>/w 

(2 7) ±ffi (2 5) SB*©^^U-=>^&S?*fcJ4±C (2 6) fBffc©X 
hSffiViT#6n<5, ±E (1) fBf&©^>/^«©fg3i 

10 (2 8) ±SE (2 7) fEfc^b^^fe^^om^WUT/^^^ 

(29) *immmm, awe ra^n, <»i»«« ^se&^jh, e 

K:«tSBaffffl©«I*!BfOT»*±aB (10), (11), (16), (20), 
15 (2 2) Sfctt (2 8) SB*l©e&> 

(3 0) «¥L«i«fc^UT, ±B (1 5) , (1 9) (2 7) fB*©^ 

mm* Etmmm. mmmmrn, m&m&, ee&&£&, 7i/M-^ 
MMUk mil, ft«T^u< ttft©^ • cs^/xtt) 

(3D jM&ft* &&&&& s 

fflfflffl*Wgt2>f£#>(0±.& (15), (19) $.tc\$ (27) WM<Dik&® 
25 £&fcfr£©&©&JBfc££ii{ft-rs. 

(3 2) ft$fcft©, ±IB (1) E«©^>;X^R*3-H-rSDNA*fcttJE- 

(3 3) *t h«a»«b*«yy#»«n?»*±e (3 2) ism©#t: h*&» 



NSDOCIO. <WO_020B1074A1_L> 



# 



WO 02/061074 PCT/JP02/00636 

6 

(3 4) vyMWim^vx&Mtyy hx°&z>±m (3 3) mmofttvm 

(3 5) ±12 (1) fHftO^WI^SS^-F-rSDNAj&qFfittftSnfcD 
(3 6) ^t^n*?L«iWy^#l6«^^±f3 (3 5) B«©#khH&*U& 
(3 7) yyfi^!>7*fcft77 hT*S±|B (3 5) SicO^khnt 

an, 

10 (3 8) ±fB (5) E»©DNA£^tLT&5&K2S&2£«#?S 

Blfck khTCH0 6 5> nAChR o7S»<k^5-HT3^ 
(5 -HT 3 A£J;tf5 -HT 3 B) ©75 /»E2*©Jfc4fe£« , f BT?fc*. 
15 H+» TCH065tebhTCHO 6 5©75yttfi?U*» nAChR alpha7&nACh 
R a7ggfc©7'5>'SfeE?!l£» 5-HT3A«5-HT3Ag^#©7S/MIB?'J 
5-BT3Btt5-HT3BS«#©75/KiB?y*» S «S^:h>VE?lJ£* M 

(H2^»<) 

20 H2tt, kMCH0 6 5, =.n?>&Ttt)Va U >gg#£«fc#5 -H 
T3» (5 — HT 3 Afe<t^5-HT 3 B) ©75 ymE?•J©tti|&£*"r 
^-C&3 0 TCH065te:k MCHO 6 5 ©75 /itE£l!£> nACM alpha7 
n^ttT-fe^Sno U >§##©75 7 miB?iJ£> 5-HT3A&5 -HT 3 A 
^^©7$/HE?a^ 5-HT3B&5-HT3 B§3£#©75 /miB?iJ£, S 

25 JJ^^MEW*, M 1 ~M4IWM**t. t h T CH 0 6 5 

a 3 khTCH06 5£^g#©&^fc:£tt£fS5i&££T®T?fc 

^th©^iicDNA(Human MJC panel I&cfctAlTC p 
ane 1 I Inhuman digestive systemMTC 
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panel : £D>xy ££tt3t: hTCHO 6 5©f8?g*&T a q 

Man PCRJCfcOW^bfcilS**^. SSMttc DNAgf^ljil SfcD 
©DfcMRT&bfc. 

5 £. t h©&l&$5cDNA (Human MTC panel I^MTC p 
anel I I ^ScfctKh uma n digestive systemMTC 
panel ^n^fttlD fc*«-*k MXH 0 6 5 a q 

Man PCRlCJ;D»J£b&»**j**r. »MttcDNA»«l|iiafcO 
©□fc!Hn?£bfc. 

10 05H tMCH0 6 5 3te?»»6!)#8l»K:*^S56»S**rHT?* 
-So hh£D#M^cDNA (Human blood fractions MT 
C p ane l£J:tf human fetal MTC panel : 9U>7-y 
9%3S& fc*tt*t hTCHO 6 5©38S**TaaMan P CRlCckOill/t 
bfc»***-r. flilttcDNA^l./J 1 Sfc0Ontf-^CT-SLfe„ 

15 i6lt thTCHO 6 5 »^s«©*a«K:*w-*5fia«*3S"riaT?* 

S. thffl^iicDNA (Human blood fractions MT 
C pane lM^human fetal MTC panel : tm>f-y 
^ttSS) i:mtNTCHO6 50iIi^TaqMan P CRfc «k 
Lfcfg*&*-T. WcDNAiHl At 1 MSfc9©:3 tMBtt?£L&. 

20 H7tt, khTCHo 6 smttm®<D&ffl®te&vtz$m&*&tm'?& 

3. th0#aicDNA (Human tumor MTC panel ^ 
human immune systemMTC panel :&n>J-yt7#. 
M) fcWSkhTCHO 6 5©^iMTaqMan PCRK:J;D«J£bfc 

25 08H thTCH0 6 5mte?m®<D&mmz&tt%mmm%:mrmT& 

3. kh©#licDNA (Human tumor MTC panels 
human immun e s y s t em MTC panel : ^o^fy^tt 
m £&#3khTCH0 6 5©56a**TaqMan PCRfc«fcD»}£L& 
MttcDNA^l /i 1 SfcD©3£HRT?*bfc. 
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tl (093. tot m»;K 7^K Ttf*, ^HJ, fc3>5>, 
<DMM JfFtt. MR #MR ^U7« 

JMpiSffl)®, fill, ^U">^^AiBJia, 7>y;W\>**IMk m$LMM, ± 
*F«, ft&M, ¥i» jMSS, nnMia, n^tm, MBS, si 

%mm, %wmm. j&%mm. %ni> ff»&b<OTii» 

15 *J»J1^ if JS, SiffcTBB, Bit. /MR) , TS#, 

ft, IM, TO. JffHU ^-mat, *F#J*. jh©-5, bow, 

it^bW (#!, *», 'MS) , JfiLt, WR* BMk mTB. *#Miu 

twusu i^l, jfjh, ks. m #, to, #»»fc2fc**-r**>/<* 
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\z, ^tzizmm^mz) m~c&z>z-t**T* vtc^-ox. wmfcmmnft 
n^-^^v^mm^ mo. 01-100^ i?tu<^o. i~ 

ft?Z\t&X'%. mX\%, J. Biol. Chem 275#, 5620-5625H, 2000^lcEm 

l<«i~i sommm. ^Ksi-ioofg^ $?*b<«i~5o 
mum.. ^b<«i~3o«gg, $?£b<tei~i ommm. 
h < \m ( i ~ 5 ) m) ©75 ;m*x%ihtz7^ /mmm, <mM^ - 1 
-?i&-£tiz>7s.sm&Mzi%r£\t2m&>± (M;u*i~2 o ofigg, 
15 u<tei~i 5 offlg^, ^Ktti-io omnm, $?£l.<&i~5o 

l<&i~i 5 o<i@m, jf$t<ai~io omum. $?£L<&i~5 o 
L<teifc (i-5) e) <D75.;ntfWAzntz7$;mmm. am^m^: 

lT'^£n£75/MiB^J4 > ©l££&24@EU: (0fl;ik£l~2 0 QWM^ 

^^b<«i-i 5 o®gg, if^L<«i~i o omnm, »^u<«i~ 

25 »*u<« (i~5) m> <D75.yni)m<D7s.jnT*mm2nt£7$;m' 
mm. %rz\t(&^nz*mfr$b#t£7$yMmm*^?%?>Mnfc£ 
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5 -h (-COO") , 75 F (-CONH 2 ) SfcftxXf^ (-COOR) © 
£ ^TlXfJH:*^§ R £ bTtt, mtf, x^;k n-^ntr 

;k -rv^otr;K n-:/^;vfc2©c 1 _ 6 7>3r;i'ai, 5/*o"<>3 t 

10 73^&£©C 6 _ 12 7 1 J--;i'», "C'SW, 7i^5 1 Mi*07x- 

c i.^;^;^**) b < « a -^-^Vpwvfcf© a c x _ 

2 r;Wr;w*fe £ © c 7 _ x 4 7 7)V*)vm, Mnu-ov**^* ?)vmzE&m v> 

15 £WbTV>*«£, *M*^*«75 HfcSfcttlXfiV 

set, *^i!MVie>n^^>A o ^Mtc«, N«i©75/m@s 
20 ©c 1 _,7;w&>'^;i'fcE©c a _ 6 7S';i^&£) tM^tra^to, 

rtT?«»rSnT^^SN5|^©^^5>»3&*i;ny;^$>Kftbfc'b 
CD, ^rt©75 7KO««(±CD«ftS («^i-OH, -SHU 7578, 

7-fe^;^^: e © c n _ 6 7^* y e © c , _ 6 7 ft 
25 a Tftwsnwsfc®, fcsv^jfcwts^bfcVito^sit^^^Rft 
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2to± w%l<\z, i~io®nm. zt>\zft%h<\z§ti d~5) m) 

10 <Z>75/^J&WcU ^©75/^g23*Jk:ii;fcte2P&± 

(1-5) W) ©TS.yM^ttJDU ^©7==ymi3^Jfcl £fcte2 

m&ji (s?£L<&, i~2o<@@^> ctoiftb<ai~ioiig, 
\zft%.L<\m d~5) «) ©7$/$;WA£*u ^-©75 ym 

15 ffi^©l£fcte2fi£Ui (^Kfc l~10fiSS, &K>tff£V<\m 

20 ^abtfe>n-&o ^T'b, $?£b<&fi§i 0 o#g~fgi 2 o#a, 312 1 0 

#B~^2 3 0#@. f$3 9 l#@~fl4 1 l#@©75/$^J£;Tf£^ 

CO OH) %tc\$%)V#*>'V-h (-COO") T&&*>5> WfBLfc*^T 
25 ffiV^n^^>/^g0^i<, cr«75F (-CONH 2 ) *fcHxXx 
;i/ (-COOR) ^^Ttjct^ 

zpyrtzntmuiz, c3t.t%tkmz%)v#*i')m (£fc«#;i^*vi/- 
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stilus ftftRStfin s n w s *> ©» & a v> u fc v> g> s & 

ttf-VZZo ftt^Us ^?"5*»W©ffi#£WH"r*B»fcftk E*f#* : 
1 T«*snS75 /»Bflte*^TBW#* : 1 T?5g£*iS75 /mBMtt 
V»T, Wttfie2 4#B~*2 3 0#B©73y»EJy*^rr*^^H»:^ 

e>n-5o ^T?t>, $?£b<&fgi o o#@~sg'i 2 o#s, 312 1 0 
10 #s-^2 3 o#g, si3 9 i#g~H4 1 i#a©7^ymsB^irf 

fcf|p#Sn*» (flk «WD -^m* (flU 7/WbU**tt) 

15 fc££LTtt. *S«» («Atf> m« U>H, JMb*m *») 

w>$u 3Ai?i, Mem, ^x>m, u>=f», tim 
20 iTKEbfet h^«^©SBie^^ttffi^^e>^©^>/i^s©Mi}^{c 

k h^*Sl«i«©»tt*fcttlifi^5«jfi'r**^ k h^4r9URi«l©«Ui 
*^§^t?^ US*!** U < !**&»*■©& 

■^©75 k#©£j&cwu mttm<o*>wn&j$Mmm*M*&z.tiPi! 
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^>$W7;i/3-->MtfJIB, 4-pWl^>XkFU;i'75>*Mt, PAMW, 
4-fcFn*S^^;]/pWl^xXjKrfeh7^ Wf« tfVTZVfr 
5 7$F» 4- (2' , 4' b+'>7x-;i/-t Hn^^^^V) 7 

4- (2' , 4' -^h^i^-FmocTS/l? 
;W 7xy*5'*fIBfc££^tf<5;i£**T?#S. £©«fc'3fc#JW£/SV^ a- 

u zwz^mm^fttftvxfryj His^»*RjK**ftb, bw© 

is sMSFSfcbTtt, dcc, n, N'-v^-r y^atf;^;^^ 5 K> N- 
x^ji/-N'- (3-^^^;v7^y7DU;P) W^$^t^v^n 
§„ ^ne^^-s^tt-fb^^^-fe^w^M hob t , hoo 
Bt) ttb\zum7$ymzm&ffim\zmi\?z>ft&rcu, m&mfoto£. 

fc&HOB tXX^&^&HOOB tJLXT)ltVT$>6ftV®$m7$. 
20 y I&©gttfc&fr&o £ 5. 

mffi&wzmm l 5 s £ ttm znxKzmmfr ns s. ma. 

& N, N-^^Mv^ATS P. N, N-^;*^;K7feh75 F, 

25 yitmt^mm. HJ7;i/:*px*/-;i/&£©7;Kn-;i/gu >^;k*;v 

fc £ ©x~r;HS> 7-fe F x F U )V, 7a h^x h U £©x h U ;Mg, » 
H^Wh iixfj^ £©xx 5\JWBfc 3 l> £ n <?> ©iffii© £ ** 
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«©Kj&fcJ&«4Afcv>«fc5fcT*z£#T*a. 
E#©75y£©««£LTfci:, 0J*Kk Z, Boc, t 

io #;i/#x;k Cl-Z, Br-Z, T^>^^'>*^#-;K h U 7)\t 

7i^X7^;f^JK Fmo c&»WHV>Sn*. 

s^xhu mtf. r;v+;vx^f;vft x^;k 

■feu >©#»»*» xxx;wb*fcttx-x;^K:j;oT«irr« 
25 fflvi&nso x-x;Wbdm-*^ti/Ttt, ^>^;^ t- 

BzK 2-xhD^>^K Br-Z, t -^Wfe^ffl^fttl*. 
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i/-2, 3, 6- hU^^;^>-tf>X;i/*-;K DNP, *y*?)Vtt*s* 
Bum, Boc, Trt, Fmoc&Ml^tl^. 

5 2, 4, 5-h'J^a07x/-Jk 2, 4-^hn7x;-;K ~>ry* 
h\ N-tHn^7^M5F, HOB t ) i©XXxM fcE&m^Bn 

\*Z.nt><DU&MtZ&Z£2>Mmm j $>, ^V7*Dt!JHW5X MJX 

7-y-;k 7i;-jk ^txv-;k ^^^h/-;k a^^1/V-;k 

i, 4-^>^^- ;k i. 2-x^>^^-;p 

20 ^v 5 ^©^ 5^/-;^a*tLTffl^5>n^2, 4-^hn7x-;n« 
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»«u ±sia^*afiiifeft*r s £ ^t^si©^ wt^ss^tt^^ hot 

UTtt, 0!3.Kk £TF© (a) ~ (e) fcIB«$nfc:£&aSgtf e>*l£. 
(a) M. Bodanszky M.A. OndettL ^T^F • v->-te~>7. (Peptide 

Synthesis), Interscience Publishers, New York (1966^) 
25 (b) Schroeder&cfctKLuebke, If • ^ff- F (The Peptide) , Academic Press, New 
York (196559 

(c) &mm*m* ^yfF^ntm %mm) amm 

(d) ^mmm &&xmmwv* £.tt&mmm 1, ^>/i^s©^#iv 4 

205, (1977¥) 
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(e) &Afe93£ft HEXACDR^ f§14#> ^^F^ 

m v ttmmrm usns & > a ^ ® & 3 - K-ra^sjas-gprr s % 

10 2&ni^VfrfcS*>©T*oTfeJ:V\, $f£b<«DNAT&& 0 DNAtUT 
DNA, MIHLfc«-M**©cDNA^-r^^'J-, -&J&DNA©V>T 

15 ^5H, 77-5?5 Kfr£VvrnT&oTt>«fcV>. tfflBLfc«Bj& • £Nft 

j;DtotalRNA*fe«mRNAHi^&ilMbfe i fe©^ViTE»verse 
Transcriptase Polymerase Chain Reaction (UTF, RT-P CR^tKffcT*) 

20 2T?^snsifiSE5ys'&^rrsDNA, : 2-zrStsn 

25 U^XT^SDNAtl/Ttt, m«» 2T?i&£ftSffigiB#l£ 
i(93 0K£JUL »*U<ttjQ5 0%K±, $^«Ktt^6 OKRh, J; 

9 0 %^±©ffl^^T^^SIB^J : £^T^DNA^:i:^fflV^n^. 



NSDOC1D: <WO_02061074A1J_> 



WO 02/061074 PCT/JP02/00636 

18 

t^a?- • #o— ~>tf (Molecular CI ODing) 2nd (J. Sambrook et al. , 
Cold Spring Harbor Lab. Press, 1989) \Z&m®%tikte£\ZftoTftte ; 5Z:t 

/wxhu^x>hwt», «>t«, i-Yvvmmm 19-40 

mM, fftl/<fi$n9~2 0mMT, ^^5 0-7 0*0, #3;b<«#& 
6 0-6 5X;0*fr*«f. «ffc, tb'J^AM^HmMTfi^e 

DNAft£j&*JB^£na. 

15 Vijto&afcGrC&oTfeJ:^. £fc> y/ADNA, V J ADNAM ^ U 
— , BftfBbfctt- »8S*©cDNA* t&f2bfc»tt-*Uift*<OcDNA 

^fswcffiv^nsBs^^H&u-K-rsDNAtbTe, mfcf* bb 

20 aiB»-t : 2 •vmznzm.mm t/w xhu >>>x > h&&#TT*/vr ^ 

a * >w 3 - h -r« d n A©-aj^&"&^rr a d na^ v> e> 
na» 

SB3Wf: 2T?^tia^SIB^JtA-1 > ^uy-fXT#aDNA«, KTCt 
25 I^S^£?rcT. 
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^ - A/£d n Attmw®? s©-» % ^\z±m®*^ - h 

5 "T £ D N AWfr & L < «£&D NA^ffl V>T8SII Lfc & © £ © / Vf 7 U 9< "tf 

il/*a5- • fu—->Z? (Molecular Cloning) 2nd (J. Sambrook 
et al.. Cold Spring Harbor Lab. Press, 1989) ^WM^WzZKM-oTft 

DNA©aa£IBai©35ifcKk PCR«©*^/^, Mutant-super 
Express Km (80 ) > Mutan™-K «*) ) «m>T\ ODA-LAPCR 

£^Gapped dup 1 ex&^Kunke 1 » * V> tt-ttl & C S £ 

fc»i3fMfc«fcO«!llR»*t?illfl;bfcD, U >#-£tt2JDLfcDLT<&Bl-&£ 
*fc3'*«fl9t«tBIR^Jtn F>tlT©TAA, TGA^fc&TAGfcWU 

^□-HrSDNAd^BWt-rSDNAWjtS-eJDffiU (O) iDNAlf 

.25 ^^-tim ^IMO^XSl 5 (#K PBR3 2 2, pBR3 
2 5, pUC12, pUC13) , ttfift*©^X5K (W, pUB 1 1 
0, pTP 5, pC 1 9 4) , (0!K pSHl 9, pSH 

15) > \7 7-z?l3iE<D>Wrmr7 7~-i?* Uhwy-VVZ, V9 s s-7V 

^;vx, frxteZammV't )ixfc£<om* pai-11, px 
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TK pRc/CMV, pRc/RSV, pcDNAI/NeoftMV^ 

5 ^iitbtffl^Si^H SRa^Pt-^- SV4 0ya ; e-^-. LT 

Jine»a)5^> CMV (iM h;*#nCK;v;0 7n*-*-» SRaXn 

10 trpyat-^- lac^P^- recA^Dt-^- APLX 

««7f SPOiyat-^- SP0 2^D^- penP 
yn^-fe^ ii^TS^i^fl PH0 5^-;?- PGK 

15 tf'J's K U >Xd^-*-, P l 0 ^n*-*- 

SV4 0o r i tmffit&m&tf&Z) 1S.iiZ^VT^%h<DZm^%Z£ 

h f r £wrt**&&*>%) aw (^vhm-b (mtx) mm * 

>|tlfif (OT, Ne o'tBSffcT*®^****, G4 1 8Wtt) #*Wf 

e>n^ 0 mz, dhf ra&f^ta^^-fn-XA^^-iiBja&^v^Tdh 

N*g*fcfc#«rrs. ffi^xij k7JRBn?&a»&fck PhoA • 

j 

-I 3NSDOC1D: <WO_O2O6t074A1J_> 



m 

WO 02/061074 PCT/JP02/00636 

21 

a-7S7~if • is#±)VEffl* V7^)z/> • *s>fjr)),WWzE1fi, 

MFa • v^;HB#U SUC2 • 3/4f:*-;HBHfc2» ^ 

10 (Escherichia col i) Kl 2 *DH1 &U 9 s—*»>fX''*7"*f'1- 9 sa? 
Jl/ • 7Af5 - • t ^ • f<i>HX • t ^ • f • a-xxx- (Proc. Natl. 
Acad. Sci. USA) , 6 0t, 1 6 0 (1 9 6 8)3 . JM1 0 3 0*^-f W 
9 • ri/vX - U1J— 3S (Nucleic Acids Research) , 9#, 309(198 
1)3, JA221 iW-i-fr-lr^'^V*?.?*-- Jt<4*u*?— (Journal 

15 of Molecular Biology) 3 , 1 2 0#, 517(1978)3 , HB 10 1 tV 

=EU^ra.^~' /U^iUiP-, 4 1S, 4 5 9 (1 9 6 9)3, 
C6 0 0 (Genetics) , 3 9t, 44 0(1 9 5 4)3 HE 

/W1/XJSS£LT«. (Bacillus subtil is) 

20 MI 1 14 (>>->, 2 4#, 2 5 5 (1 9 8 3)3 , 2 0 7-2 1 

art- n<i *^5XMJ- (Journal of Biocheiistry) , 9 5i, 87(1 
9 8 4)3 &2a*J8V»SftS. 

BW&£l/TKk WtU& D-yABT-ft^ -feUfS/x (Saccharomyces 
cerevisiae) AH 2 2, AH2 2R", NA8 7-11A, DKD-5D, 2 0 
25 B-12, z/Wy%W?*1tt (Schizosaccharomyces pombe) NC 

YC19 13, NCYC2 0 3 6, b^T A^HJX (Pichia pastoris) K 

M7 lfc&win&n*. 

*#*MtiBI& (Spodoptera frugiperda cell ; S fill) , Trichoplusia ni© 
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4»M&3fc0MG IfflM. Trichoplusiani<DlPS3fe0HighFiveTMIIB^ Mamestra 
brassicaeE&^©M*fcteEstigmena KM&Roni&teiitfft^bnZo £ 
-fj^^BmNPVCi^ll M£5fc#Mb$IJ& (Bombyx rnori N SBJ& ; BmN 

mm) fcH**jflv>&ns. s^s fusibtn sf9« (atcc 

5 CRL1711) > Sf 2 imm (&U, Vaughn. J.L # (In Vivo) , 13, 

213-217. (1977)) fc&Wau&n*. 

- (Nature) , 3 1 5#, 5 9 2 (1 9 8 5)}. 

IMMmSfcbTKk M*J£ ^;W«COS-7, Vero, ?W x-X 
10 AAX^-»)lCHO (OT, CHOWBtBSIB) , d h f rjtfc^fcS? 1 * 
^--XAAX^-MCHO (fiTF\ CHO (dhf r") TOiB&E) , ^ 
^XLSfflR 7WAtT-20, v£X5Xa-V$JJ3&, ?ybGH3, t 

h f l ffli&ft e> n&. 

15 If - tvatJV • 7*^5— • ^-IMx^SMX- • If • a-xxx 

- (Proc. Natl. Acad. Sci. USA), 6 9 #, 2110(197 2)4>v-> 
(Gene) , 17#, 107(198 2) fcgfcEao^SsfcftoTfffcS 

20 • ^x^t-W (Molecular & General Genetics) , 1 6 8#, 11 

1(19 7 ^)fS-E\ZWM(D^mz^t-DXnUoZ.t.i)^^^o 

m»^mnUWt^z\t.m^ *Vy%-< >-x>tf-f qEns?- (Methods 
in Enzyiology) , 1 9 4#, 182-187 (1 991), l/Ov—v^X- 

25 XXX- (Proc. Natl. Acad. Sci. USA). 7 5i, 1929(1978) 
(Bio/Technology) .6. 47-55 (1988)) ft^CiBm^&KltfcoTfTfta Ctifi 
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Dbn-;k 26 3-267 (1 99 5) (£OT38ffK tf-f Ddi?- (Virology), 
5 2t, 4 5 6(1 9 7 3) fclB«©£&«oTfT&5 21 fctfT?**. 

UT«, «AH r^h'JX lff*tt»»» ~>3$ffc<h\ M 

15 x>>x'J k7II^*t§^«ttTH >?)Vzi~-7^ *1f 

^ym^tJM9^ C5^- (Miller) , ^-^•^•x^^U^. 
>y • -f y - ^U^-a.?— • v^x^tV y^X (Journal of Experiments in 
Molecular Genetics) , 4 3 1-4 3 3, Cold Spring Harbor Laboratory, New 
York 1 9 7 2] aW£bV>„ £ £ K&gKcfc <0 :/oqB-^-££i^£< . 

20 toXM* 3 3—f >r i U;P7^U;vm© t k'5^li»JPAS^t^ 

?t^X->x U 1 7 JSW©^ 1 5 ~ 4 3 <CT*t} 3 ~ 2 4 B# 

m%&n<?fr*wmo*^ mm\mnm3 o~4 0^^6-2 mmn 

(Burkholder) */Jn8H6 CBostian, K. L 7n$/-5?>ifX. 
^ • If • j-i/ai-JV • 7*t5- • #7 • 1M x> W X • • if • 
x*x- (Proc. Natl. Acad. Sci. USA) , 7 7#, 4 5 0 5 (1 9 80)) 
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4>0. 5 96*1f 5 5 SDft* (Bitter, G. A. ?k ^0->-> ? >^ 

i-XXX- (Proc. Natl. Acad. Sci. USA) , 8 1t, 5330 (198 
4) ) ttmvfbnZe «*©pHtt»5-8K:9IK , rs©*Jff*UVi. 1HI» 
5 ffi#»2 0"C-3 5T:t$2 4-7 2^1fr^V\ ^SClSCTI^P^ 

inxs. 

Grace's Insect Medium (Grace, T. C. C. , :M^*— (Nature) , 195, 788 (1962)) 

lo «oph«^j6. 2-6. 4\zmm?z<nt)W&^o %m&mn® 27 <c 

5-2 0 XOIftje^Jlllill^ttMEM** CiJ-^f X>X (Science) , 12 2t, 
5 0 1(1 9 5 2)] , DMEMi#i& tVjuuV— (Virology) , 8«, 3 9 
15 6 (1 9 5 9)) , RPMI 1 G 4 OHM -7 *V*> ' 

^Jtsfr - 7V'>l— >a> (The Journal of the American Medical 
Association) 19 9#, 5 1 9 (1 9 6 7)), 1 9 9J£jfc V?U 9 s-V>>? • 
^•1f • VIMx-tV • "i? * /H*Pi?*;W* ;*5^X> (Proceeding 
of the Society for the Biological Medicine) , 7 3#, 1 (1 9 5 0)3 75: 

20 &&s;Bv>&ns. pHtti96~8Tf**0jW?*bv>. ftSHafiUfwaot:^ 

25 Off fc"5 C ttfTZZc 
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LT#e>n^^>/t^«^M#: v e#e)nfc^^«, &&©:&}£&<£> 

25 So 
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5 

^mm<D^y/^mt, U]smmzMvx®-5-\z& vtKW-M^^nfs-^ 
iz^n&fc&zwtmfc wftitt'biz&^'znz. ^\z^vx^m^. 

hzn^hxb&^o nmz.mi%2~6mmzimt-o. tr2~i onjggfx 

ky^, -7bu^W£>n&:^ v^t^j; 

mttm >m*mt\^ ^n^z^n^mwm^mm^mm^tiumm 
| 20 nwiik?>Mntftikmt*Rm2®tz<D?>* &mzm&L?tmmM®m& 

'r-y-tS.JVZP'f (Nature) , 256, 495 (1975) ) \z 

n-jv (peg) tty^v-<)V7,uEifimit>nz>-&. »*u<^peg 
25 ifim^t>tiz>» 

%mWMMtLX\Z, 0lRk£> NS-l, P3UL SP2/0, AP-1 

uE<DUMmm(D^mmmmfimvf znzw. p 3 u 1 f)m^h<m^6n^ a 

fflV> (MM) ict#MJKM^i©SF^bVilt^» 1 : 
1-2 0: immxfoK). PEG 000~PEG600 

i 
I 

I 
t 
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o) an o-8 oxumnmmrmwzn, 20-400, ^l<«3o~ 

V u-j-)\>$iVm&\-1 W F-"^©** y - - > # k ©#&# 

0S*.fcE, 1~2 0%, #£b<ttl 0-2 OXOWMMm^^RPUl 1 
6 4 0 1-10 %®WiBM^ttJG I TJ&tfi Cfttffctt&IiS ($0 ) 
fc*W4/Vf:/U H— 7«»B*BlJlil»StfJ (SFM-1 0 K BtKMH 0») ) 

7'*C1?*S. ttgttlDIHU iIS5B-3M, ft*L< « 1 iIK~2jIBr?il> 

±«<d^lm«, ±iB©mM* ©#tfMfi©«£ t mmz vxm^rc * s . 

25 (b) ^y^p-^-;Ha#o»» 

deae) iffit'Citt. ffil^ 
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10 tfX-gZo 

15 S^^n^UX ^>/7:^>^£B*JtT/\:/x>l£;ftU 

$50. i ~ 2 o, b < i ~ 5 osy^tf * r^ws -ffssfrflaWB 6 o 

ten#, WRSittfcfcftssn*. &&znvxtnim&.m*'&it>z>rcit), 

%±7u^>YTi?^nyv^^±7uj>YT¥^rtyY*$L5-\sX*>&. 

25 »*i/<ttjfli**&iR«rt* 

£&X%Z>o 



\ 
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7ia«|B9ll*fctt-€-0-»S^rr * 7 >X 5? # H t bTtt, #38. 

©H*«#U ^DNAO^Jl^WiaiJL^M^'r§ ! b©T^n^ V>"f 
n©7>^>X:*?l/^FT&oT i &cfcV^ 7>^ir>7.DNA^W^ 

#5g§^DNAfc20S»lCffi»ttfc«Eai£»» #fS9i©DNA 
titt&jHKSGa t!5 7 0 % £Ui, SP * L < 8 0 % £Ui> cfc 0 $f £ b < 

yyttyxjLZVttY, ftp* u BB#i##: 2-r^t>sn*ffi 

§7 >^"fe>X5i £ YUZimfi £n&„ 

7>^-fe>7,^^W^H«3iS, 10~4 0fflgJ& £f£U<«15~3 
0 «€&©&&#> SflldSStl*. 

^^V7-^&^©W*4W»a^R:«tS4H?*l»<fc«)^ 7>^-fe>XD 
NAft:flll^a#S*l'*^F©9A/RS£ (*X7x-h) ft. W*fck # 

tfpoA/m^wgm$nTVix%j;K £ns>©7>3Hr>x*^i/:t^F&> 
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<h©-e#&x •tfu^w-^F mm.) zu-yfchfc, & 

% wmfets ntz? ynz m £3 - F-rs d n A<DiM.mmpmmzm-3%wnt 
u &&v5% a frfrztfv^zu^v mm) *mw$ywm. 

m.mr^z.ti)i^^i)\ $>^\^mmo^y/^nmmRNAt(Dm^ 
m^vx^mmo^y/^n^i-^mM^mB • uwt^t-tfix^^o 
*&w<d? yjwnmmRNACDWftzntcmmtenffimfctsV v** b\ 
*3«t zs*%m<o? >;^®n)iRN At®mmz/\<i ?v m x?% z. t&x* 

£^© 5 'Sg^vT 5* Utf-K 5' 3i#lSIR 

nH>, 3' JH&flflRfflfe. 3' *^'J>l«n*-A*«, ££#3' ^7b! 
>;p-^i&* bv»#*m£ bTHIRb? * JtflM??i*i©*nfir 

bT Vi § 4? U 3 9 Vtt h\ 7 U > If u $ *j y&m<D N - 
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U K# U ^-«D N A*R N A+ fc JltHSnS £ 5 &&g©^7 U >^it 

^n6«> n$iDNA, -^IDNA, -*iRNA, -^iRNA, 
CDNA : RNAA-f^Uy H*C»-5^t3Q«-C#, £ £ U 3* ^ 1^ 

X**-K TfcT^hUX^T^k *X^75f-h« #;W\^-b&£) 

it? r^^^e^Hj . r^^v^Hj r«»j yy>££tf 
«i:t;tru55?x 7'>;Hb^nfc7 p u>*«t^tfU5^x fc*v>t**©«i© 

Aoy>t^, IlgJ«a&2TB&£nWfcD, *SWix— rjk 75 > 
25 &2©^&gK:3Bft$nWT.kV>. 

*^©7>^-fe>7. -^U^^l/^F (^$0 tt, RNA, DNA V & 
*V>ttHiSiSnfe«lft (RNA, DNA) 4l»Snfc«»©^ft«t 

75 M-S'FTS F©$HBfcffiffite© %>©***# £>n5/^ 
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ZL 5 Ltc.mmzmmftWT°$k& < %\ <E>*r03 D > WLfcf J. Kawakami et al. , 
Pharm Tech Japan. Vol. 8. pp.247, 1992; Vol. 8. pp. 395, 1992; S. T. Crooke 
et al. ed., Antisense Research and Applications, CRC Press, 1993 fs.E\z 

U;i^dd*;m-K tfmtfznz* u5bfc%©H r& 

%wz5>mz®mmzmw-£nt£**ry-7m<DmT\ x^vzzvt-m. r 

Na s eUE<D^^V7-^\Z^^^U!t^^tz^(D^(Dmmi^n^ 0 



j 
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(#a> 7;vy/WT-^pi» rt-3r>v>mmt, *t##s$t. ibis 
io phf* mm. o^m, nmimmuE) > mfts^a m, mm, -m&. z 

$&& (#i> >iyf&. ^m, Gm&&mmmf£E) > &&&&ft (#!> «tt 

15 ^ttX'Jr^h-TXaa > TUJV^f-mm Ms IIM, 

mmm& Ms mmmimmuE) > (#n basm^ b$ 
^^*fc«wM#fcit)7i-5^^^£) , m Ms wm&s ffi&s 

20 Mm« asm iaMfca ^hcdto-m^ aR§g^«im©iB«fiKj5& 

zmmz. m%.&s nm^®ntt®&?**)vm&*tim-fz>z-t'Zs mx 
& ^mnmmm Ms 7;wvrv-», K-*>v>mm&s mwftmis 
25 w.mwWs mm, mmoamfcz) , m\mmm m* mm, 
vu->ms mm^mmmmu^) , m (M, bp** ffwaa , « 

mam* ^^-ifu>m.mms-(>^)>mimmms «ttnau^v^ 
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mmfiE) s ttfrmmm m. mmmtim. »m> m&mtm, 

%t£\mm&n\z£bte5ftm:£;i3i£) > a (0^ i?hh& «wk» em* 
ism. iii^a fct*©^ & • m*m* m^^m^mmKj^mmu m 

W©^>^^KS58a* ; B:'&i:tfc:«toT, (n) Mfilc*5W!©DNAft# 

<fcoT, (A) *58^©^>A^R*KA#fc:K:#-rsctA£KJ:o 
T, Rft#fc*^**»W©^>A , ^H©S«*-HJ > fc:, »*W*IE1ifK:3B# 

Att, ■*•©££!?, *«fr^i«iRffiji®fcie>©»i&^^©M^»fcBi&6 

25 -fiH:<J;oTg4-et§. 

*fsw©^>A^»*±iB©ii&* • mmtvxmmt^m^ >>tz<t 

<»9 9%BU:fc:»»$tlfc*>©Sffiffl-rs©3& J » : *UVi. 
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jvm* xu^s^ww, T-r 2ui37*.jvmiz£thTmum\z, 
¥mzm*bt>ftz>n.w* m**m. mm, ^t?jv. raso, %im. 

m\, %7±jvmt£&zMfo?&z:£i!fix%zmantLT\z. if 

io wu-zv^tzmmu zi->x?-^ if^x rj^ymtzEvk 
5imoM> 7,^7^ym^^^K<D^imm^ yam. $iw%.tc\z 

fcmvmifcZtfm^ionzo mM^mm^ti^-tJvx^m^izu, mib* 
x^/-;v&£) . 4?ur;i/3-;v ^nt!w>^U3-;K #ux 

0™> HCO-5 0&£) ^t'tffilTfei^ «i££LTte> Wtifc 
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5 m wz\t. tK 77K vex, m^h, hj, tys* 7 
e~>, -r^, i^k ^>/t>5*-fc£) fc**uT«-rr*c 

10 *«Ptft^-rs»^ -$«£J&A (6 0kg£UT) IC^ViT«, -HCO 
€rS^>Wft#£*90. lmg~l 0 Omg, 0f$L<KM&l. 0~5 Orag, 

15 aeokgtbT) Iig4t5i^> -Bfco€r»*>/^ft«»o. 01 

~3 0mggg, 1fr&V<\t®0. l~2 0mggg, cfcD£P3;L<te&l0. 

(2) (i) *ftW<D?>rt?n%M£.? £f&2j£#1"5 MM<0W&&M®& 
f^tttt^-v^^iSttt (ii) *58W©^>^^W***"^***&^1"«IWfil 
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®m&\z&^x, wMmmmmfc^*)^®*'^? • ?7>?&xm 
5 sfecm 

mw&mm, mmmmm. iwttii, mwm.mfo&wttz£tfm 

ny77~\Z.\*. pHD4-10 (M£L<&> pH&J6~8) ©U>i£A*y 

objHsSM*) jWbv>&*i*. tettr«> CHOitet' 
mx%m? siitt^oT, #^§i§ © * >/t # x &mmm± \zmm^tc^n 

20 <E»flcjWff*L<ffiViSn*. 

;Lfc£, J. Biol. Chen 275#, 5620-5625H. 2000*f fc6B«©#fe*SW*tn 
kupu z-fimtzu? XMlt? Z> Z\ £ #7? # 3. 
Wttf, ±IB (ii) ©»^fc*W'*#«e»»R^»tt5 t ir^;MgHt*, ± 
25 IB (i) ©i§£fcJfc^T, tt2 0XEU» mV<\Z3 0%&±. £0£?£b 

W*tf, ±15 (ii) ©»^fc*W'*fl«e3S»R^»tt^^*;i'fiStt 
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(4) (iii) *^0J©^>^^®<£S4-r^tl*^*T^»^lg«Ufc^ 
£ (iv) *^^0^>/^M^^"r^>ll^5:^T^«i:IS^b-&iiJ©^ 

20 ±fEX^J-n>^£££l>T«, 0«;Lk£. (iii) £ (iv) <Dmti\Z&n 
3ggl£j»> iSfflMUim *fi^»im IWIillli&ai 

;t7 7 7-l:lt pHi&4~10 (M£U<fciU pH$)6~8) <2U>m/\*y 




NSOOCID: <WO__0206 1 074A 1 _1_> 



WO 02/061074 PCT/JP02/00636 

40 

77-, &5*/1y7r-&£©, *f6«©^>A^e©#gfi^«Sfmtt 
fete (^K&m&) 1^5*1*. §ittTH CHO»I!S&£ 

>£^Reverse transcript ion-polymerase chain reaction (RT-PC 
R) , U 7)V^AF C Rilr^fA (AB I thik TaqMan polymerase chain 
reaction) fcE(D^m&%W$^n\zmVttmzVrcf)^Tmi£?%Z\£& 

mzte. ±ib (iv) ©^K^t**^©*:^***^©^*** 

±E (iii) (DM&zik^T, &2 0%£Ui, $f£L< &3 0 %EU; ' ck0£?£ 
L< «» 5 0 %£U(l£TS^fc£*£*589i©* >/l7»®W©fi&9l£ 

m.Kf. ±IB (iv) ©»^K:*W'**5BW©^>^^JWIfe : P©5SS**- 
±13 (iii) ©=»£fcJfc^T, ^2 0%^±, $F£b< &3 0 %&>±, 
L<\*®5 0 %&±®.mT att»fls-&«l«*5»W©^>^^Il31W©58«* 

*56W©fii#tt, *^©^>/1^H©56S*ffi3i*fcttia*1"S 
ft^«*fctt*©*©^^U-=>i'©fc*©tt*^^TW«'Tr*5. 
*560Jtt* (5) *58W©lli#*«^»^t*»«t'r**58W©^>^f 
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(6) (v) &mw<D*>M%*M&irzMJ3%%ir%mM*%%tbitm££ 

±IB7.^U-->^SlC*ViT«, Wfcfck (v) t (vi) ©*£fcfctt*, 

#igg!©*>/^st©58M *%®(o?>K!7ns) zmfo* 

io bx, itWetZo 

^fc^ HBfittffltt, mmwm&miiEtm 

pH»4~10 (M£b<«, pH^j6~8) 0'J>8Ay 
fete #/8V>&n*. ©aE£bT«> 09*.fcr, CHO»l6&£ 

^r*«-r^ utfciot, imm<D$> >ni7M^mmm±\zmm^tcmm 
25 b < ffl n* o 

x7;^>«*f. el i s AmtzE^&ztzfe^mzmvttmzm^MfeT 
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±ib (vi) <DM&\z$>ttz>*mw?>wK<z>5£nm%, ±e (v) 
mfu&, ±ie (vi) <Dm&\z%>ttz>*mw0*>A>7M<Dmim*, ±m (v) 

#5691 (O 7. 5 'J - - > tfcttXi/U-->^ffl^7 b^Wf^n 
^fifcfl^tK mMm^, »Slt» i& 

7)vy/\^^~-m> x-*>v>$&m* ^n#m?i. mum 
m* mm, o-^m, mmmzmzE) > mi mm. 
-m . fffii^s (w» ff^> wmttezy* mm® 
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m^£&tc\mmm\zthte?ft%pFikts.£) . m m. mmm. mm. w 
mm. Btmm. m^nmmm. mmm. m&mm. m. mmm. %m. 
m®m. wmm. umm^E) fcEo^w • Bmn. B&®m&<DmmE&® 

sat* e>o,a s»«tt»»:2) » mmm* m. mm. 

^ggs^a (W» 'CmF£> QTjB£g3ig«»&£) » &J£tt£A IS 

£#ttx 1)5^1 — x7.&£) > 7l/M-^I fSM^mXL. 

15 atB^sfcttWKSfitfctfe&a^a^^a > m m. mmm. mm. 
mmm. titmrn. m-^mmmm. $mm. mamm. m w§mm. %m. =t 

sois, . m<mmm m. mm. 

?u->m. mmfflsmmi3.£) » ra^n (flu ffHfc, &f«&2) , « 
signal m. 't>7f±. *sm, QTK«Ei»fta , &m&asm m. m 
&&mmm&b£) . &&&&&& m. m&^mii^. jmm^ 
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mm. mm. ^m> * mimmm m. mm, 
*m&s zu->m. fflk&m%®mtzE) > stmrnm -urn. wm&fo 

m* m*& iff«Bk hhwbh& w«> a 

0, ?»e ism, jtif&a • mwm* m&®m&vte 
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ttHlftll«H) , Be&ggSH (flU fi£»»*«» *smmf& 

«M®l#J (W*.tf» ^^X, 7 91*3r, ty5?» 7*, ^T, 
MK -f*> INK 5P> A te#UT6P»fcSfctt#«a 

ttfc&**fc»*©&©«#*Kk ^©m> *mmb*u 
^^^^©^^^^^^^^^^©aL&iipaw*^^ hrwk: 

»0. 1~1 0 Orag, «P*b<»»l. 0-5 Omg, «tD»*l/<tt»l. 
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mm\v>mT-m%&A (M6okgtu) \z&5--?z>m&, -bko^m 

5 *b£^£fcte^©&£^0. 0 1-3 Omggfe jff^L<TO0. 1-20 
mggl v «fcD^b<K*50. 1~1 0mg@^Mai*fcJ;0S#T§ ' 

miz&zmm-tz z. „ 
15 (i) *mw<D$ifct. wmL&&x$umkznttmio?>n2%Litm 

(iD m^tm^±\z^m<tvr^mm(Dmw^xummt^ntc^mm<D 
su (Dfcfe t & %> ^ » Mwtm k:rjs£ . ^mttjm±.v>wmMo 

±ib (ii) ®^»s^^t«, -^(omm**mw<D?>wn<DNti%ffi 

25 %fz. ^mmnfyMniztt-rz^spn-i-frffifc (jut, ^fgaj©^ 
nuz.2>m\ %mm&m\z£2>&m%ftf3.5z.tbT*zz>o znzvnmiz 

ft, mft^^&^ffl^TfcJ;^ fE^CFiablj , Fab\ 
&£W3:F a bli^^ffiViT feck Vi e 
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5 8re&tU& V^noS^i^^T^^. mx\%> *7n*HJ-, Wife 

io wtar, c ,25 n, c m, ik c'hd , c M o s^^ns. ±mmmt 

20 V>37j&TfcckV\> &fcthT\t, 7#n-X, T*Xh5X 

2#ifcm$i&<DMmzftvT%, mm\zfttz-oTh&^Lmm*~?zis 
xnfc?rh£\,\ mmim&&tf*m<k<D%mmifco%n*>\zmvz>z\£ 
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©SI&»£«!l£b#&t&*©ffigC*££»^5. 
25 Cfc*»©«^©*£Sfl5£1"3o *fcfc4 , ©ffiM*##SJ& v ?*9» 4>«© 
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SftftHSt&l (82 BO BB»5 7^»ff) , 5JH*J&S« W 

3Kftffi8l£SU 01 3 fig) (E16»Bk PHfP 6 2 ^58ff ) , Methods in ENZYMOLOGYJ 
Vol. 70 (Inimunochemical TechniQues (Part A)h TO Vol. 73 (Immunochemical 
10 Techniques (Part B)h PIH Vol. 74 (Immunochemical Techniques (Part Oh 
Vol. 84 (Immunochemical Techniques (Part DrSelected Immunoassays)), 
I^H Vol. 92 (Immunochemical Techniaues (Part E:Monoclonal Antibodies and 
General Immunoassay Methods) h m Vol. 121 (Immunochemical 
Techniaues (Part I :Hybridoma Technology and Monoclonal Ant ibodies) ) (£Ui, 

n«tt#&^^) , *Mbsaja& (#k mm. *m&, 

£A, 1&K&A («U WWB)01fi&2) , (flU BiiL**JHr» Bttt 



i 
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mm. o-om, maommzz) . w. mm. *m&. $u-> 

m. Mm&m&mtteZ) . mmm m. stm&fcE) . mmmrn 

%fz}mmm\zt%?3i5fiim*£fc£) . b m. wmm, mm. wmm. 
is stmrn. #>mmffiffi. wmm. m&m$. nm. mmm. %m, ?ws» 

;^W(Dmia. &&nmwz&tf%*mm<D? >w momma ftffi&E<Dtz 

25 *mw<DDNA\t. m%-tt. yu-zrtisxmm~t2>z\t\z&x). th^fe' 
m?L\t, -wt.. hj, tys* 

95^ Ot, ^n, itJK fc*Vj-**56W© 
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A©m ^«Mfc3W33BSIi£""R>> ®tDNA£fctemRNA©iiin&3 

-/ij^-tf_^ 3 >^PCR-SSCPfe VfJ^vZT. (Genomics) , H5 
5 #, 8 7 4-8 7 9JC (1 9 8 9^) , ^n->-3?>^X • • If • ^3 
^ • 7#x5- • ^-7* • Ki>HX • ^ • ol— xxx— (Proceedings 
of the National Academy of Sciences of the United States of America) , 
f|8 6%, 2 7 6 6-2 7 7 01 (1 9 8 9^) ) fcgfcJ: ?)$mt%Z.bifi 

io / -i? >/ w :/ u ^ a > k: £ o $£mmm*fe m^nftm^. 

m. mm^m. mm. o-om. mfoifcfcfflzz) . ftik&mm m. mm. * 

is ifti«Ma , @B&-ffigm (m. mmmmtim. & 

swam mi&jii (M, mmmnmrnuE) . m. eiist 
20 m®m*£ttizmmmn\zhhtii5fim*£f3L£) . s (#u m& mm. 
wmm. mm. m^mmmm. 3mm. mmm. mm. mmm. %m. ? 

^mmBmiz^wm^^^mmvx^mm^^tmmir^ct^iii 

m. n-*>vyfc>m. mwftmm. mmm. mm. ?-=>m. mmmm 
&a . mimmft m. mm. *m&. zu-ym. T&mimfcmttE) . 
mmm m. em . mmmmm m. ^m. qt 
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m. mmmfc. ^mmmitm. y*->fu>mm®, <y 

a«*£fc£) » ft w> mm. mm. wmm. mm. &>mtam* w 
mm. m&mm. nm. mmm. fLm^tmam. i&mm. mmmtzz) & 

14) *ansi*r-5ti38*T?**©T, +tet«KB& (#k 7;py/vf^ 
-m. A-*>v>mmm,.mwft®ffi. mmmm. mm. ^m. mam* 
mzE) . mitmmm m, mm. ?.n->^ iwu^fifta , 
ragm (flu &f&. ifbb&&:2) . «sa&£& («* qt 
3sm«»^^) , (#u m&mm&mm&tsiE) , ea&^ii 

(#u *s*#«3& ^58tt«flae» ^x-^i/>*iw, o 

-5/3>yf, 7Mf-tt&J»«3S:a > H«!8i («, Wttfl^tai 

, ft w. mmm. mm, mmm. ^mm. m 
mm. to nm, mmm. mm. =Fgmxm* warn. & 
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-y-^a te#UT£n»*fc»#»nttfcS 
10 m ? uttvommz. &#:*tiu ®%)v-b 

g) ££V>Tte, -B\Z-Z>%m7>? J t>X*2l'*3 L \ i *®0. 1-100 

i5 mry^-tyzzzu*?}**** ^wt^i^^ioDN 

^ yW? H£ 3 - K R N A<Z>— SB ^tlfCffiMftfr R N A %S 

20 wr^mmRNA> 

©l&E-amRNA^^UT^^E^> 

(DMIBU^1f-rA^n-H-r?)jl^ (DNA) z^tzmt^zf-tzz 

25 t)^-r?>o 

^BjODDNA^6.fe¥$tl§RNA^^fe«-^©^§«I$!l'r ; 5 

Etj&t-efr* £ftmz&tfz*mwT°%^%n%?yMM£tc\$*%WT?m 
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7)WM-?-m* n-*>v>mm. mn^mm. mmmm. mm, *>-o 
m, mmmmsiZ) > mmmrn m. mm. ±mM, ?u->m, ®m 

5 gEfti&&g m, msmmjjfo is^-vvy 

io tctfe&^ft^^&H) > m m, mmm. mm, nmm, mm, 
mmm. mmm. msmm, mm, mmm. %m, fwi> ism, «b§ 

-Sf»RNAtt, &&©#}£ M. Nature, Aim, 494K, 200130 

UtfWAtt, 'jMJHD-fim (M. TRENDS in Molecular Medicine, 7#, 221 
JC, 2001¥) lcfi;t, ^Jg^CD^U^^W^FOiB^SSlcKS-bTSBfi 
?ZZLt.ifiH%Z. £8©UJJMf'f i>©E59©—fB£*Sef3©*>/t 

£S?£:i- Kf£RNA©— £ tfc«k^TS)i-r§ il 

I itjT«j»f$n#^3i>-fe>-y-7,E?!iNux ne^t©***, x 

±|H©z:tt«RNA*fceU#1f-f A*±fB : PR? • MltLTffiltSS 
25 tS. «rtE©©»3K**-tt» ^3i©jte^i&Sfftfe^i^«fc:fflVi, 

C6D *58w©DNA&^rr*»«©f^ffi 

i 

i 
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0ft5fc&DNA£:lll&fB-r£) *fcfc*©SESDNA (*5SW©^-*tt»DN 
(1) *5SW©^*ttDNA*fctt-€-©3gSDNA*^fr**t: h*9LMK 

5 (2) *t h*ajMfc^yfWMi»T*s±B (i) mmomw, 

(3) h-c&£±ie (2) fBttOftttK 

(4) *55WCDn3fettDNA*fctt-e©agSDNA*-&WU, JWUM&lCfcV* 

io #5BW©DNA&A»%£i&sB-ra) bu *s*sw, sumip. m^fe^tf*© 

5"a>& T-f^nOS?x^^a>tt, DE 

15 AE-x^Xh7>^a:fC«fcDS«ItrSDNA*SA , rS2:a:fc«J;oT^ 

M«^<i:{ca«t-r?.*^©^*ttDNA^«Ab, $Bj&ig*, 

DSt££-fr3 C t let t) *5§K©DNA«A»#J^#di-r^> 

20 

25 C5 7BL/6m DBA23fcttfc£* 3SS$^£LT, B6C3F,m B 
DF,m B6D2F 1 fc«fc, BALB/cIl, I CR^l^if) S&ti? 
y V (Wtkf, Wi s t ar, SDfc£) &£#$F*LV>. 
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*^©^MDNA<i:UT^ 7C©#§B9i©DNA©tSSEaiK:3E& (09*. 

iSfDNAiUTIt |^fc#5S9i©*>/t*K*^$1*SDNA£jft 
31*5 DN Aft 

*3fiw©^3»6ttDNAtt, ^*tr*»«itKa»*v>ttaa©^-& 6©m 

10 fLMS^^Tc&oTfcJ:^. #fg^©DNA£^I&^K:gAT5fc& 
feotll ^DNA^KjMBST^3^5^)^ , 0 ; e-^~©TgSE^-&bfe 

ntHIfr^ *a» my K AA7^- 5yK 

15 ^<?7>&<i:) iliJlEODNASSgiStSSM^at-^-OTilK, #fS9! 
®k h DN A^lfcDNA3 >X h 5? h (#K 1V9-12iE) 

K:J:oT*56§8©DNA*K56iS'r*DNA^Ai«A»»*^Hl , r5ili:* J "?? 

20 *%§g©^>A^M©^^^^-iLT^ ^»»**©^X5 h\ tt 
Hfi*0^5K, »«ft*(0^5H, A77-i?ft:20^f'J* 

25 F&^iW^l^JBV^nSo 
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5 K14, n^-y>IM*3«t^I IM, lM£Uy^AMP##^>A;7lf=lr 
±— fc? j3 1 i*:7xx y K -JTshuy^y. SOTffifctttT Jlofc U 7 * x 7 7 

CTie2 tmZtlZ) , ir b U <7 A# U *?A7r/ 3 U >Kft#* (N 
a, K-ATPase) , n:7^*> hfgtl, ^nfW>I* 

10 .fctfl I A, ^^o^nr^t- tfHWK>tl?^-, MHC^XIKIC 
(H-2L) > H-ras, l/X>, F-/*S>j8 

(TPO) , ^'J^^fFKSfl a (EF-1 a) . J3 T 

fP^n^JX Thy-L M^n^'JX H«T?nKR (VN 
15 P) > ii75D'fFP3>^>b» it^ntX hn^->c> 

ffia7W>, 7°l/7°ax>er7TU>A> A*V 7^-*- 

-ifrXZfn*:-*-* th^U^HilWla (EF-1 a) ©7°P 

20 ±iB^7*-&> DNA3lXnt?L»«Ik:*ViTBWt*rSmRNA0te^S 

25 ^ODftiU B»tr*^^DNAS$6lCJfi55SS$1i:*BW-T?#DNAfi!)^ 
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mu ml jfc»»fi*3iEDNA*«fcrWfjR©#iiyyADN 
ml spwmmm. mmwmm^R^A^&m^m^^mm^nrc^m 

5 DNA*®»£LTfc#TS££)Wti3feS. MttOlfDNAS, ± 

io S©D N AI DEISTS Z. ttfX*%Z>o 

m»i%©E^M(c^^T, *mw(DftjmDNAmm?zzt\t % ^mm 
15 A*&n?z>z.£*mm-z>. *^ko^d nass w^fcc©t 01 

DNA«f:W5^i:MlT, «DNA«W»*i:bTa#<0!ftTr 

20 jR»T«iftfiTrr«5 £ t^ai**. 

sfswfflfia»fcfew**58M©^3fettpNA©jiiAtt, -ftmmMmwMi 
&Mfk&&iMM&(o±x\zmm\z.-&fc?z>& ; 5 \zm&iznz>« dnaiai 

©f^ffi»«l©K^jBlfilC*ViT*^W©^*ttDNA3&Sja»K:#«Et"* - 

25 Afci^JfcWT* #»E0&3feteDNA££tt8v>;£c:©8 

^ADNA&ffll^fift^^Ki&^^lf'f rf- z<DM 
M<Dm%}$:3mf%> Z. £ \Z <£ V-r^TVTm&WLVNAZjmizGlrZ&S \Z 
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*f8w©^*tts«DNA€rr*#th«a»«tt» -$m\z&*)9v 
waiitTiiifWfwrrsii^ffl**. a ski, a«tr*^*DNAsi»jfi© 

15 NA3>^h7^hH iflTODNAI^Wf SIC J:oT^8tS Ct*^* 

^Jfi*J:r^lfflJfi©^Tfc:fiFffii-5«fc'5K:fll«Sn*. DNAte&f*©ffztti 
Sltl©E^mfC:^ l>T#5e8©il«D N AiffitEt & z.t\Z, ft&W}M<D? 

20 ^Sc^-T^o *^B^©^^DNA5§«Vifc^©®©il^©^tt, *© 

mmm#&zmnm<D£Tiz*mw<Dg i ftD n As^rr ^ad n a£$ 

m^^©M^(C^o*:^1f'i'd > - Mb4&£flfc#U Jl©«it©»«&3aB1" 

25 *5S«©s^DNAs^r-rs*kM«aJfr«itt, *»itDNA^^ 
sstfsn-ofc d, rtatt©iE«DNA©«sii*afirr5Ji t k: J: oft^WK: 
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ZfcftZynznvmmm (dominant negatived) ZtiffltttTfrtts. 

5 £o 

m&M*is&\zM?%femmx?v-~yy&®ite%mm^ffix&%o 

10 Mx-li, 

©#^93©D N A#A»^©ffii^4 1 ©D N A U < SRNASil8»llrt8, 

15 fCOViT©^^ 

LT> HRlc««H»^iaiSI^&©*ia©*l6©W3«, 
@±IE(Dfem©«£ffl V>5 H t £ 3«©M Sift* £ <fc 5 fc3£Sfl©;* £ 

£6>»C\ *58M©DNAJiA»«J&«ViT, #589!©* ^^R©*!^* 
*58W©DNA«A»*^6#BHgS*DWb, fHtt& hU^» 

& £ ©* y/^ntmwm \z&k>, mmvftDNAmxmmomms t<omm 



3NSDOCID: <WO_02061074A1 J_> 




WO 02/061074 PCT/JP02/00636 

61 

10 

[7] y-/£7£hiltl 

15 (1) *^^<Z)DNA^TOttib$tifc^b h«i?LSjW#M, 

(2) i£DNA#*l/$— ^HIMS^ (M. *J©MS*© )3 h^-if 
. *#A-r?>J:iHJ;DTO^bSn^:±IB (1) ffiffcOKS&iJ^ 

(3) *:*T^>BteT&3±lE (1) IE«OE^/«, 

(4) #t hPi^»w^^*i!iiJT^?>±iH (i) mmom&nm. 

20 (5) ^y#»W^XT&3.tfB (4) mWWB&mM. 

(6) *i«ODNA«ttftSnfciDNAWi#k hUftM^ 

(7) »NA^i/^-^-5ieT (09* *B§«E&*©j3-#^ h^-if 

25 %W}%3* 

(8) #b hPi^ijwy!y#ft©Ta&^>±iB (6) umo^vmrnm. 

(9) ^y#I!i«T£7 l T&3±12 (8) fB«©#k 

(i o) ±ib (7) mmommz. umik&m&®*v. ut^-A^o 
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I %w } m i 1*?%*%WvvNA\zA&mz£gzimZ2>iLt\z&y). dna© 

*56WODNAlcA»WK:3CllSlPit**ttfcUTtt, HAtf. iisfll 

* £ i C «fc 0 #5193 & J y^yJ hDNA £ftMR*r ftfe£ J: Vi, 

15 DNA^»ttftES«BJfi*fc^58W©>'?/^7^hES«Bllfi«fi'rs) © 

*JMIb, ^©x*v>^#K:*;fr^5>>W4&^> /vr^nvr~»W 
tt*CT&^^T^^»#«^ 1 a c Z (0 b*s# 

— fcfiUST) v cat (^D5i7i=3-^7tf;H7>77i5-ffil 

-fr^DNASB^J (WAtok po 1 yAfHHS'^:*-/l'fc£) S#AU ^£&m 

r n a ^-arsr? <?z>z.t\z£?x, *s*wfc mte^zmm-? % & ? \zm 

mVtc.DNAmm*tt ZD-NAM (OT, 9-Vv s r4>9*>?*-~'tXlfo 
25 «) ^A«*BRia«lAfefcJ:0«»«i©»ifi#K:*Xb, #StifcES 
iW16k:oViT*»W©DNA±»*VJtt-t0jfi»©DNAS5!l*^D-^tU 

DNAE^Jt^-yyx^ >^^^ffl!M l/fc*ii©DNAP^© 
i5«««©DNAi35"J*7 r 7-fT-tUfcPCRasK:«kD«|*fU $^93©/ 

i 

I 
.i 
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^w«^n*o#DUTv^vi©T, zn\zvt,t>z>m%x%,m¥m\z 
&te&}mmmt>frfs.E smm^n-t ^E^um-^mx^ cstbl/ 

6 T^X^C 5 7 B L/ 6 ©»0'>&$ 4DBA/2 <h©3£$t£J: 
UfcBDFjTOX (C57BL/6 <hDBA/2 <h<£>F,) ^ViT^SLLfe.t 

&%>t^5M&\ZM7LT. C5 7BL/6YW$ftfc^©T, £ft£J8 
^T#e>nfcESTO*^ : ex;^^X^aib^:«i:#, C57BL/6T 

m& < &%t®®nm*WLn?z> z. t^x^s* 

m%m**7*ftt£-rz><D\z®&tf&\,\ •imtekmn^mzwiffitz 
itnt> \z *>t# z>t£ nw- < mmomm *n ^ <ha$M£ u v>. 
e sMfcomnomfcfi&tvxtt, w*t& p cRm\z&r)Ym&fc±<D 

mvx^tzoizMhx, inu--mg.<DESMMWL imsom) x^tsox. 
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ESiM^/'^T^M/m iE^IIIIJfi (#I;tfc£> T£*Tf»Jfefe 

o o oou/mi) &ertKmLXx&mft w&v<\$s 5%m%x* 
9 5 %£%%rzte 5 5 9 o t*®3 7 Dx-mm-r^ 

tez<D-%mnmmu ifticn mx\ts h u ^»/edta^ (®s 

10 0. 0 0 1-0. 5%bU^»/0. l-5mM EDTA, ^KHDO. 
lXh'J^»/lmM EDTA) ffllHC«kO*aijeflsU *r&fcffi*l/fc:7 

i6W)Sf§*™it§:t(;j;!3> rtKffi. &Sfffc£ 

©«^©^^^©«BlJBK:^fliS ; B:«5Ct*SflIIBT?»0 CM. J. EvansSOM. E 
Kaufman, ^M^- (Nature) f£292#> 154H. 1981^ ; G. R. Martin 7u 
~>-5V • ^ • -r^Bi-)V • 7*r5- • *y • 1M X>X • x— x 
20 *X- (Proc. Natl. Acad. Sci. U.S. A.) f|78#, 7634K, 198l¥;T. C. 
Doetschman 3^-^/1/ XX/U:*P3^ • 7>F • x£*^U* 
>?)\>-*:)\,7*UV-, SI87#, 27K, 1985¥J > ffl©ES»$M 

25 *58W©DNA^^^*tm?L»^tt, iHjOmRNAl^WS 
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#±OD*^|BJ0DNAiAtl^t>^tBIWimm^.^$-& ; g)2:<i:lC«±:O, #5BW© 
5 DNA&/ hStSCt^lffS. 

jfi&OD N AS3?iJ£:/a-7£ LfcUif >/W ^-f -if— >a 
fflUfcT^XS^©*^BJ©DNA^©jfi^ffi^©DNA|S^Ji&^-r^ 

hpf %3Mmo>=f- , g\z&&?%. fctiiztitzmmujEnte*mm<DD nam* *> 

15 C)»lfitA^Wfc^SUfc*f8W©DNAj6*feolBJfit©M#*^«lJE36Sn 
#T&9> *^©^>/1^K©^\xO^^<@#:|W|3fe^BBL^ -Ha£© 
C©J:p^bT^Bj©DNA*V^^T^h^tlTVi^®#«> SSBfcJ; 
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10 *^^©DNAW«^$nfe*khi«ai!lW^aB!6«, #38«©DN 
K^^U-->^*i*Ki*ViTfflVi6ns*5693©DNA5l31^*kh« 

^mt^m, mw£M®* mmmmrn, mmmm. mmtaamwm* 
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* ij >wm e» nfcft-&» e R#2'n*fc£* $ mmm tutu 
n*»f*itt»5&j»*i/K n©«»:«[tUTtt, mtf, tft 
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5\ 79. -f 5c, Wfc£) fc#LTS#-r* 

fi6 0kg-!:bT) ©WMtfU^Wftfrfc^UTIi, -Bfc^Rfl^ 
$r£*U0. 1-1 0 Omg, ft£L<}ZBl. 0~5 Omg> <fc D U < tiiW 
1. 0~2 OmggWo *«P«Hcfi#'TS«'&tt> mik&W® 1 

OfT«A (6 0 kgtUT) ©SttHffiU ^^©J&fflC&^'rs®^ 
-BK:o#Kft;£!»£fQ0. 0 1-3 0mgm j5P£l,<KM60. 1-20 
mg@&. «fcD»*b<«*&0. 1~1 Omgg«&»»jil*K:«kDS#-rs 
©**##£•<?<&£. *&©»«»©»£ *k 6 0 k gSfcDfc»#L;fc*£«!-rr 

20 u#-^Ht^©^*ttW"rsjii*#at-r**569i©DNAK:»-r* 

tbTH l9fBbfc*5gW©DNA5SS^^*th«3l»ft©'t , 'X?t), #3838 
25 ©DNA^l/^-^-«fe : ?^SAl--5^«i:tcfc0TOmb$n, 

HtfirP#*»9l©D N AIC«f«^D*-^-©«fPTT38il b -5 £ fc ©# 

n»fl:-&*tbTtt, tirfBtH«© , t>©***w t 6na. 
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tfitfirf (1 acZ) » U*tt7;i'*U7*X7 7^— W^f-SfcWJW^ 

*mwv>? >Mn*n- H-r*DNAiB«©-»*^Jl***© 

/3-#5;7 KS/y— tfttfirp (1 acZ) T-gmbTV^^, 

<D?>Mm<D5m?z>imv* #^§©^>/^it©ftfrD{;:/s-#57 h 

10 5/^-W58S-r*. tot, 03*.fcr, 5-7o^-4-7aa-3— f>F 
0^-0 -#7* htf^yS/F (X-ga 1) <D£5?3i & -liv 7 Y s s?-"M 

^>A^K^»^77^fc«^©m^W^^;^;V7;^bH^£TS^b, 

15 u ymmm^M-^mm (pbs) T&im x-gai &^&jfee»re, mm. 

3 7 ICttifiT?* ID 3 0 b 1 WM«LKJfc£1tr&«* 1 mM 

EDTA/PBS»W5^tt<toT, j3 -#^7 h fe?£J&£ 

mRNA£&ffiLT i fe<kV>o 
20 ±E7^U-^>y^^fflViT#e.n^fc^^fc«^©m^ ±«BLfc 

tt»<b^«^&a«nfe^»Tf*D, *^Bj©DNAic^-r^7o^-^>- 

z u >7#$£t# e>nfdb-&tiM* mix t> <k < , mc& 
m<om.thx\t, ^a^wfcifwsti** <«u ^ti^TS:^) cm, w 

»*uvi. c©=m^tbTtt, mx\z, mmm wx.&* vat* u>», * 

«Ste^) t©«, &3W££iim m 7ob" 

7?iH, ^W>&> u>om $ 

& ;**>7JMO^ ^>if>*;V#>lfcfc£)L £©&&£#J8 
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5 m. mwftmm. mrnrnm. mm. 3-om. , m<mmm w> 

mm, *mM, zu-ym. im&mmmmti.£) * sfw m. wife* bt 

mnttmm. $mmm, mm. 3^m. mmmmtzz) . mim 
mm w* mm. zu-ym. mwmmmmmtsiZ) . ragis («, 

25 #it«, y^-^'uy&mm. <iyxvym$i&mmm* 
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«©s&MJ&«m m^j^^ct asjftuB mum Eommt vxm 

Bbfc*5iSW©^>^^«*fctt*0«[S^r«K* tragic bT»3fi« 

7*;K by 
7*, £5^ -Y*. iI^LTS4tS £ 

So 

£b<te$l. 0~5 0mg, iO!if$l<ttl!ll. 0~2 0mg^4T-5. 

J&tfcl&rrs*^ -BfcO#«fl5&tt£*J0. 0 1-3 0mglE 
b<tt»0. 1-2 OmggE J;DjiF3:b<«ilS0. l-10mg«§ 
0e4t§©M^T**?.. ^©ftfc©*^ 6 0 k giifcD 

?B.%\Z&^T\%, —Blz-D^mfc^W)*® 0 . l~l OOmg, ff*U<«^ 
1. 0~50mg, «fcD»*b<tt»l. 0~2 0mggm 




j NSDOCIB <WO__02081O74A1J_> 



WO 02/061074 PCT/JP02/00636 

72 

f^^A, -0|cr3*ttft;^**l&O. 0 1-3 Omgll, 8F*L<«:*&0. 
5 l-20mggg, i^tKl^O. l~10mgi^iia#KJ;0 
5©55JflF»^T?**. ffiCDW*©*^*), 6 0k gmzvimwLtcm. 

Z\<D&o\Z, *5fiW©DNA563H^*th«fL» l »tt» *SHB©DNAfc 

io -n>^«±T?«»T^T*D, #BB©DNA»a*£K:jBH*r*&lI 

I UP AC- I UB Commission on Biochemical Nomenclature £J;-5B&#& 

25 DNA 
cDNA 
A 
T 
G 



7t~> 
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10 



15 



20 



25 



c 


: S/h^> 


RNA 


: L>#8ft 


mRNA 




d AT P 


: T^yTr/ y>H'J > 


dTTP 




dGTP 




dCTP 




ATP 




EDTA 


: X5 1 k>> ? T5>raM 


SDS 


: Fx^M^hU^A 


G 1 y : 




A 1 a 




Va 1 


: AU> 


Leu 


: n-f v> 


lie: 




S e r : 


•feU> 


Th r 




Cy s : 




Met : 




G 1 u : 




Asp : 




L y s : 




A r g : 




His : 




Ph e : 




Ty r : 




Trp : 




Pro : 


7ny> 


A s n : 
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G 1 n 
pG 1 u 

Me 

E t 

Bu 

Ph 

TC 

T o s 

CHO 

B z 1 

Cl 2 -Bzl 

B om 

Z 

C 1 -Z 
B r -Z 
B o c 
DNP 
T r t 
B urn 
Fmo c 
HOB t 
HOOB 

HONB 
DCC 



^7VVPy-4 (R) -^JJH^FS 

1 - h Hn^i/^>X h U 7 s J-)\> 
3, 4-^tHn-3-kHn^>-4-t+V- 
1, 2, 3— *>*/HJ7S?> 

: N, N'-^>£n^->;p#;^$M^ F 
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5 rJ-K-rSDNAO^SBB^J^fo 
CH#I#*:3] 

10 CE£l#*t:5) 

«m i rm^nit^y-i t-a 6 ©j^sE^^r., 
it? ffl e> mtzf^ s p 6 ©&»?« ^^-To 
15 njfi«n?ffl^&n^7'f ! ?'-T7©aass5!iS7R"r. 
hjsot i tffl vi sn^y^ t-a 2 ©its@e?«£^-ro 

Hffltff 1 rm^tltc^y^^-B 2 ©:&SiB?iJ£?K-f „ 
20 CEB»#:10} 

n&M 1 Tffl^6nfc^7-f t-f 1 ©tggsai^-r. 

£JK09 1 TfflV^tlTty^-r T-F 2 ©*fciKai*jK*r. 
1 2] 

25 ^5&#y 1 t?jb v> e>nfc^-r v-r 1 ©aatsai&TR'*'. 

: 1 3] 

£dfefcllTJM»L&fc hTCHO 6 5iftifef^cDNA©lSE?J 
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2 t?jb v> e tifc ^ ^ b 8 ©^se^ij &^r« 

5 MMM 2 Tffl ^ ZWtT a q M a n 1 ©&g@B^J£^To 

W£VMmMlX*&*>nt£MM$m&^i'x.V kTO'J (Escherichia col i) 
TOP 1 0/pCR-B Until -TCH0 6 5ft, 2 00 2^1^23 
B^e>^iiO<«m^lTgl#^l (IfSf3 0 5-8 5 6 

io 6) (DmiLnm&mm&ffim&wm m&mmtttyf-izgmm^F 

ERM BP-7 86 2tl/T, 2 0 0 2^ 1 £ 1 0 B^^^K^KrtT^H 
E+H*Br2T@l 7#8 5-^ (SHWt5 3 2-8 6 8 6) ©Uffl&AfSIf 
( I FO) IFO l 6 7 4 3 £LT«f6£nTV>5. 

15 W&M 

• ^D-zi>^' (Molecular cloning) \zmMtZnx^ttmz$£-oTzo 

20 HJiM 1 

khTCHO 6 sagfcDNAO^Dr-V^ 

2i©^7'fT-DNA, :/eK^-A7 (S2^1#^ : 3) 
-B5 dB*W§-:4) &m^X, t bIMKarat non-Ready cDNA (^ D>ry 
^ft^) fc&LT, Advantage 2 DNA Polymerase (#n>-ry#&iD 

25 K=fc9, &T©£fMl)M5)T!-&PCR§frofc. 

(1) 9 4 < C3#F£ 

(2) 9 4t5^-7 2*C3#IB*5-!H£;V 

(3) 9 4«C 5 #M- 70^3 5 it-f 

(4) 9 4*0 5 #IB- 6 8 *C 3 "5MB* 5 «iH 
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(5) 7 0*01 o#ra 

5) t^T-B 5 (SB^JIHt: 4) ^JBt^T, Pyrobest DNA polymerase (^ 
SftftSD fc«kD&T©£#(6)~(10)Tne s ted PCR£rxofco 

(6) 9 4*C2fl« 

(7) 9 4*C5U>W-7 2 C C4#P5£51M'^;V 

(8) 9 4t5#f|-7 0*04^^5^ 2)V 

0) 9 4^5^-6 8t:4^K$ 2 sim^i- 

(10) 7 2tl0^f| 

fSe*ifcJi!S£tt i £Zero Blunt TOPO Cloning kit H >k*boi?i>ai) 
SfflV^T^D-->^U ^7X5HpCR-B Until -TCHO 6 5 

uM^7^T-DNA C/^-T-SP 6 (l&Wt: 6) , ^-fT- 
T7 (K*J#*t: 7) , 7°7-C?-A2 0E3»J## : 8)\ ^T-B2 (SB 
3Wt: 9) , y^-fV-Fl 0691*9: 10), ^HT-F2 (BB^I* 
^:11), T-R 1 (I33W§-: 12)0 *5j;tfBigDye Terminator Cycle 
Sequencing Kit HA-f ^"v-XxAXf&S) £JB V*T£&£tt V\ # 

A^ntl^cDNAlrMW$DNAy-^x>ij- ABI PRISM 3100 
DN/L7±7-f if (T^^K FA*-f tyXrAXtt® Zm^TfrrnVfc -e©^ 
Ut#bfc^7^SHW:l 4 2 9fiCD«SE?!l&*bW& (ffiai**t: 1 

3) . icDNAifm:tt4 1 i®<D7$;mm cbbi**: i> 

TCH0 6 5^>/^St^lfc. 

U (Escherichia coli) TOP 1 0/pCR-B luntl I -TCHO 6 5 

Blast P 7^v H Uiir— (Nucleic Acids Res.) 

^2 5#, 3 3 8 9H, 1 9 9 739 SrfflViTOWL^bT^Dv 5 -^ 
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hT«#$nT^S 5 -HT 3 5-HT3 AS^ft (Mol. 
Pharmacol., SS48#, 407H, 199530 it475y«^^*C2 0%> 5-HT 
3Bg«# (Nature, !I397#, 359H, 1999¥) £&XS smuwei 7%<0 

T^nAChR a7» (FEBS Lett., Sf§400#, 309K, 199730 £«7 

io mmM2 

thTCH06 5&&r?n®<Dffi8ftWmi 
khTCHO 6 5 0E^6«W-bfc, ^iO^-f^-DNA, 
-A 8 (SB?y#-^: 14) *5j:tX^7-fV-B8 (IB^J#-^ : 15) t, Ta 
qMan^O-^Tl (1B^!#^ : 16) SfflWT, k h©#l&»©c DNA 
15 l:TOkhTCH0 6 5©^IMTaqMan P CRfciDSUgUfc, 

Rfcte. TaaMan Universal PCR Master Mix (7:/5K FM-f^XxAXIt 
SI) Sffl^T, Afil PRISM 7900 sequence detection system CTZfy^ K/Vf 
tyXfAXttS) fcT&BJ5 0t2m^^:9 5TC 1 OM^fclT?, 
9 5*CTM 5#, 6 0 < CTl^lR^+r-T^;i/tUT4 OlK^HIOilU 

20 ^^^m^ffofco aij^^ffl v>fct c dnai m id 
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[SI] 
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8g&£03, 04, 05, 06, 07£J:tf@8K:^r. 

fcbTCHO 6 5mte?M%} (mRNA) Human MTC panel I £cktfMTC 
panel Ilfcfc^T^ ffFE, Wffi* 8?fil, flttfc 9mT~fr?frtsmiii* 
j|£>n, <iA, 8g, BSiiT^CD^^J.&n, /Mi, *i§, Sj«T3&V^ 

Human digestive system MTC panel ic^Ttt, AatT?t>1"^&f63S*^ £> 
Human blood fractions MTC panel tc*V>THU Vi-fn©^±TO©e«"e 

fe. CDs* nu& CTi^flaTrttigttftKijiDfissao^A^&nfc. 

Human fetal MTC panelfcfcViTBU m^mttTfr1s58RifiM.*>tl* B l M 

m. teium* MffFK, jfcjswK. n&jeiHMk fl&iSB*ii^^©^dme) 

15 Human tumor MTC panelK^Tte, BfrJK, t&ffllWT?^=P©583a* 

jt,enfc. 

Human immune system MTC panelfcfcVvcttJMU fHttfjB^SBStf* 

20 

mtmm *seir* QT3§**g£»&2) , cm, « 

&mmmmmtzE) , gB&ft&A cm, 



i 

:f 
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ma. m£A (*u MMflai£&£) , (#s* a«nm. u$ 

wmm. fffujs, t&ajRfo was* a.^ ^ 

mm. mmmm. mm, mmmfmuE) , mmmm m, mm, 
tttsitti^i^i') > ee&&£A i£Ri^& 

a , b*jb&a. mmka . a a* 

mmmmrn. m.m\mm \z & mm ©»«wfc £ t vxmmirz - tan? 



WO 02/061074 




3 . it i mm<D? >/wn<m&*7?' h sfctt*©^ 

4 . i tern©^ >/t^a*fci4ii}*3g 3 lem©^^:/?- f s □ - n-r 
s#y * * i^er h **rr u x * w*-^ 

6. wmtt: 2T?35t)sns*asE^s^rr*w*«5ffi«©DNA. 

7. IfM5|2m©DNA^Wrsmm^^^'-. 

9. H#a8ffi«©Jg»iaft»S«F«U !t^lfB«©^>/1^M^fc^if 

•? %m$tm i nmo? >a^m *> u < 3 b«©«^^^ f 

(D&©i$7£&. 

i o . mim i k«©^ >/^g$> t < »»3&b 3 saa©^^"^ h 
-e©ms#*bT^§g^. 

20 1 1. ^«5fBfc©DNA£"£WbTft5Bli. 

1 2 . M&g i mmo? >Mn%\, < hm#& 3 wmvi&to^zrr h 

1 3. |f^lfBm©^>n^K'bU<«it^3|B«4©^^5 1 H^c« 
^<Dm% - £ M&B 1 Sfc©^ >/t^ H %> b < ftff 

■€■©£©*£ y-n>^ri*. 

1 4. if^3»ll5m©^>/^M ! fcb<«If^3IB«©^^^HSfe« 

*■©«£#& m?m i ib«©^ u< \zm im 3 iam©^ 
^^H*fce*©*©iStt&ffi«*&ttia«Fr*ft^»*fctt'e©tt©^ 
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1 5. if mi 3iam©x^u-->^s*fc«i»^i 4Em©x^u- 

5 -€-©So 

1 6 . it im 1 5 mm<Dik£w$.rc.\* j t<Dt&zttVTtsi%mm 0 

10 18. |f^4fS«©^U^^l/^K^^lxT^5, WjJt«lfBfc©^> 
19. Hl^l 7fB«©X^U-— >^jSfe*feti»^l 8Em©X^U- 
2 0. fflfe&El 9|B«©^tlS^«^©^^*UT^§^o 

21. tf^i 2WMomw-^m\,xu^w^m 0 

2 2. If Ml 2IB«©tt#:*-&WbT^SESII. 

20 ^S©^«^Sc 

2 4. MF&52 3IB«©^a^^fflV^Ci&#^^r§lfMlfB«©^ 

> a ^ r (ommfimm? z&mvBmmo 

25. itsi 2ia«©tt#*^^*ci&»afr*, «t#«iB«©*> 

A^*©»5i*iE3i*fcttfi*-rsfl5^«j*fett-t©is[©x^ u >^#& 0 

25 2 6. Ift&gl 2B*©ttfr&^LTft*, I»*«18B«©^>^^K0» 

^*®i*fcw:ia* , r*ft^»*fett-€-©*©x^ y-- ho 
fcttiaiF-r^ft'&ftSfctt-t-©*. 
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29. *®mmm. m<mmm, mmm. mm.^mm, §s 

30. m%W}®]zfthXs m&ms. m^mi 9 ^rz\m^m2 7 mm^w: 
mm, mmm. wmmmm, ym^m^ gsft^Ji, tujv¥-£b~ 

3 1 . $Hb§§)£iU fffH^iS, ^^^.m, SB 



3NSDOCID: <WO_p2061074A1_l_> 




WO 02/061074 



PCT/JP02/00636 



1/8 



in 

s 



■5 
a. 

P5 
A 
U 



co co 

£ 8 

m m 

w w 

W P» M W 

O »25 f*5 W 

> M H W 

W > 













5 






























in 




< 


CQ 




ex 


CO 


CO 




u 


6 


M 
W 




i 


r 

m 


1 

m 


S3 




K 




3 


2 


3 


3 



VO Pi O O 

Q ^ 13 65 

w o w w 

I* d in m 




lo- 


Pa 


PU 






PM 


Ai 


PU 


ir* 


W 


> 




&4 




Cm 


fa 



oi h oi r 
^* *p ^* 



Ol rH 

o> o oi en 




W 3 a *! 

^ P5 W H 
fl>HH 

JwJq o(wJ 

lk« H ^ ^ 

g MM 10 

& m 4 4 

W M > > 

H to > > 

b h o a 

f<tj Pti Oi cu 

0* W W 

S N >* 

N S t3 

m a o w 

tf) a w ^ 

f o *t* 



k< & tn w 

H > > 

H «> > > 

in N H X 

<M CO tO M 

CO CO «t* ^* 

N N N N 



NSOOCID: <WO_02061074A1_I_> 



WO 02/061074 



2/8 



PCT/JP02/00636 



A 
P* 



to _ 



•4 m 

- CO CO 

O A Eh R 

» u w w 

eh ^ A in 



■5 



5 



m 






LO 




U> P< 


CO 


CO 




LJ f*H 






O 


H 


W U 




B 


» 


u 




1 


1 








IT) 


m 


B 




fc 2 


o 




• 1 


A 


|h * 




Pi 


* 1 


Pi 


p; to 


w 


O 


J 1 


A 


A 


to 




» 1 




< 04 


u 


Hi 1 


• 1 


M 


B P* 


W 


W ' 


1 I 


P» 


f»] Pi 




ED , 


> 1 


Pi 


Pi «< 






» 1 


O 


3 > 


S 


>* ( 


t I 




to < 


*< 


Hi ' 


* 1 




p* to 


« 


(0 


1 


W 


o s 


o 




» 1 


m 


«o w 


a 


w < 


» 1 


m 


o > 


1 


1 1 


1 1 


w 


W to 


1 


1 


| 1 


w 


> ■« 


A 




» 1 


A 


O HI 


1 


> 1 


* 1 


n 


« to 


1 


> 1 




EH 


10 o 


H 


* ! 


| 1 


Pi 


Pi Pj 




ps , 


> I 


w 


PI P5 




0 1 


> 1 


u 


W O 


< 


*< 1 


* 1 


*< 




O 


PS 






t Pt| w 


CO 




O 


p* 


M O 


EH 




Eh 




P* o 








"771 
ill 




P4 




HI 








JiiJ 


>-> 






PS 


PS 






U> > 


1 


1 . 




V) 


» ut 


0 


A < 




A 


W A 


to 


1 




Pi 


PS « 


EH 


A 1 


1 


B 


o o 


10 


i 




Pi 




0 


A 1 




> 




w 






O 




[pT 


PS] J 




PEt 


1 s 


Hi 


Hi ( 






1 P« 




0 1 






1 Hi 


Hi 


Hi 1 




A 


1 (M 


Hi 


P=« ] 




Hi 


1 3 




t , 




e> 


I 




I * 




pj 


1 u 


H 


1 ■ 




& 


1 3 




1 | 


\> 


0 


I P3 


w 


' ! 


\> 


Ht 


1 Hi 


m 


t 


l±L 


2iJ 


1 Hi 


> 


1 ! 


r 


Hi 


1 M 


H? 


i 


Hi 


*l 


Pi > 


w 


1 1 






r>j co 


en 


Oi 


O 


CO 


CO CO 




CO 


r- 


CO 


CO CO 


CO 


CO 


CO 


CO 



CO CO 

t I 

10 m 



■5 



m _ < m 

^ pj CO co 

o *4 M H 

£4 ^ 10 m 



IA A 



113 g S 31 



I Pet 



A 
P» 



in 

o ^ 
W o 

as 



CO CO 

I I 
10 m 



Hi 


* 


< > 


PS 




N 




Pi 


A 


o» 




PJ 


U 






P« 


10 


1 






> 


1 




w 




1 




Pi 


M 


1 






> 


1 




1 




3 


3 


I 




M 


Hi 


1 


Pi 


to 




1 


-< 


3 


3 


1 


in 


Hi 


Hi 


1 






to 


1 


Hi 


> 




1 


H 


Hi 


Hi 


1 








1 


H 


Hi 


H 


1 


M 


to 


H 


CO 


CO 
CO 


m 


CO 



3NSDOC1D: <WO_02061 074A1_I_> 



WO 02/061074 



PCT/JP02/00636 



3/8 




4? $g -m 



NSOOCID: <WO_02061074A1J_> 



WO 02/061074 



4/8 



PCT/JP02/00636 



m 4 





200 


it 


150 


£& 
1 


100 


n 




n 






50 




0 



H IS BSE S Si S§ ® 

4« S5 HI B * 

ii m 
+ 



nn 



iti 



It It It 
■H * If- 



3NSD0CJD: <WO__02061074A1J_> 




NSOOCID: <WO__02061 074A 1 J_> 



WO 02/061074 PCT/JP02/00636 

% 

6/8 

6 



200 




4g ntf 4n 4g 

t*m EEX3 P a g » CXX£ P gj 



3NSOOCJD: <WO_02061074A1 J_> 



WO 02/061074 



7/8 



PCT7JP02/00636 



a 7 




NSOOCID: <WO_02061074A1J^ 



WO 02/061074 



8/8 

m 8 



PCT/JP02/00636 




3NSDOCIO <WO_0e061074A1J_> 



WO 02/061074 



PCT/JP02/00636 



1/10 

SEQUENCE LISTING 



<110> Takeda Chemicals Industries, Ltd. 

<120> Novel Protein and its DNA 

<130> P02-0001PCT 

<150> JP 2001-022505 
<151> 2001-01-30 

<150> JP 2001-390239 
<151> 2001-12-21 



<160> 16 

<210> 1 
<211> 411 
<212> PRT 
<213> Human 



<400> 1 

Met Ala Leu Trp Ser Leu Leu His Leu Thr Phe Leu Gly Phe Ser He 

1 5 10 15 

Thr Leu Leu Leu Val His Gly Gin Gly Phe Gin Gly Thr Ala Ala He 

20 25 30 

Trp Pro Ser Leu Phe Asn Val Asn Leu Ser Lys Lys Val Gin Glu Ser 

35 40 45 

He Gin He Pro Asn Asn Gly Ser Ala Pro Leu Leu Val Asp Val Arg 
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50 55 60 

Val Phe Val Ser Asn Val Phe Asn Val Asp He Leu Arg Tyr Thr Met 
65 70 75 80 

Ser Ser Met Leu Leu Leu Arg Leu Ser Trp Leu Asp Thr Arg Leu Ala 

85 90 95 

Trp Asn Thr Ser Ala His Pro Arg His Ala He Thr Leu Pro Trp Glu 

100 105 110 

Ser Leu Trp Thr Pro Arg Leu Thr He Leu Glu Ala Leu Trp Val Asp 

115 120 125 

Trp Arg Asp Gin Ser Pro Glu Ala Arg Val Asp Gin Asp Gly His Val 

130 135 140 

Lys Leu Asn Leu Ala Leu Thr Thr Glu Thr Asn Cys Asn Phe Glu Leu 
145 150 155 160 

Leu His Phe Pro Arg Asp His Ser Asn Cys Ser Leu Ser Phe Tyr Ala 

165 170 175 

Leu Ser Asn Thr Ala Met Glu Leu Glu Phe Gin Ala His Val Val Asn 

180 185 190 

Glu He Val Ser Val Lys Arg Glu Tyr Val Val Tyr Asp Leu Lys Thr 

195 200 205 

Gin Val Pro Pro Gin Gin Leu Val Pro Cys Phe Gin Val Thr Leu Arg 

210 215 220 

Leu Lys Asn Thr Ala Leu Lys Ser He He Ala Leu Leu Val Pro Ala 
225 230 235 240 

Glu Ala Leu Leu Leu Ala Asp Val Cys Gly Gly Leu Leu Pro Leu Arg 

245 250 255 

Ala lie Glu Arg He Gly Tyr Lys Yal Thr Leu Leu Leu Ser Tyr Leu 

260 265 270 

Val Leu His Ser Ser Leu Val Gin Ala Leu Pro Ser Ser Ser Ser Cys 
275 280 285 
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Asn Pro Leu Leu He Tyr Tyr Phe Thr He Leu Leu Leu Leu Leu Phe 

290 295 300 

Leu Ser Thr He Glu Thr Val Leu Leu Ala Gly Leu Leu Ala Arg Gly 
305 310 315 320 

Asn Leu Gly Ala Lys Ser Gly Pro Ser Pro Ala Pro Arg Gly Glu Gin 

325 330 335 

Arg Glu His Gly Asn Pro Gly Pro His Pro Ala Glu Glu Pro Ser Arg 

340 345 350 

Gly Val Lys Gly Ser Gin Arg Ser Trp Pro Glu Thr Ala Asp Arg He 

355 360 365 

Phe Phe Leu Val Tyr Val Val Gly Val Leu Cys Thr Gin Phe Val Phe 

370 375 380 

Ala Gly He Trp Met Trp Ala Ala Cys Lys Ser Asp Ala Ala Pro Gly 
385 390 395 400 

Glu Ala Ala Pro His Gly Arg Arg Pro Arg Leu 
405 410 



<210> 2 
<211> 1233 
<212> DNA 
<213> Human 



<400> 2 

atggccctat ggtccctgct ccatctcacc 
gtccacgggc agggcttcca agggacagca 
ttgtccaaga aggttcagga aagcatccag 
gtggatgtgc gggtgtttgt ctccaacgtg 
tcctccatgc tgctgcttag gctgtcctgg 
gcacacccgc ggcacgccat cacgctgccc 



ttcctggggt tcagcattac cttgctgttg 60 
gccatctggc catcectctt caacgtcaac 120 
atcccgaaca atgggagtgc gcccctgctc 180 
tttaatgtgg acatcctgeg atacacaatg 240 
ctggacactc gcctggcctg gaacactagt 300 
tgggagtctc tctggacacc aaggctcacc 360 
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atcctggagg cgctctgggt ggactggagg gaccagagcc cccaggctcg agtagaccag 420 
gacggccacg tgaagctcaa cctggccctc accacggaga ccaactgcaa ctttgagctc 480 
ctccacttcc cccgggacca cagcaactgc agcctcagct tctacgctct cagcaacacg 540 
gcgatggagt tagagttcca ggcccacgtg gtgaacgaga ttgtgagtgt caagagggaa 600 
tacgtagttt atgatctgaa gacccaagtc ccaccccagc agctggtgcc ctgcttccag 660 
gtgacgctga ggctgaagaa cacggcgctc aagtccatca tcgctctctt ggtgcctgca 720 



gaggcactgc tgttggctga cgtgtgcggg gggttgctgc ccctccgggc cattgagcgc 780 
ataggctaca aggtgacatt gctgctgagt tacctcgtcc tccactcctc cctggtgcag 840 
gccctgccca gctcctcctc ctgcaaccca ctgctcattt actacttcac catcctgctg 900 
ctgctgctct tcctcagcac catagagact gtgctgctgg ctgggctgct ggcccggggc 960 
aaccttgggg ccaagagcgg ccccagccca gccccgagag gggaacagcg agagcacggc 1020 
aacccagggc ctcatcctgc tgaagagccc tccagaggag taaaggggtc acagagaagc 1080 
tggcctgaga ctgctgaccg catcttcttc ctcgtgtatg tggttggggt gctgtgcacc 1140 
caattcgtct ttgcaggaat ctggatgtgg gcagcgtgca agtctgacgc agcccctgga 1200 
gaggctgcac cccatggcag gcggectaga ctg 1233 

<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Primer 



<400> 3 



caagtgcacg gccccaaagt cctt 



24, 



<210> 4 
<211> 26 



! 
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<212> DNA 

<213> Artificial Seouence 
<220> 

<223> Priier 
<400> 4 

ggtggcttaa tccagaggcc ctgtca 

<210> 5 
<211> 26 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Priier 
<400> 5 

gcagctgcct ctggctaatt gctcag 

<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Primer 
<400> 6 



5/10 



26 



26 
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atttaggtga cactatag 18 



<210> 7 
<211> 19 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Primer 
<400> 7 

aatacgactc actataggg 19 

<210> 8 
<211> 20 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Primer 
<400> 8 

ctggaacact agtgcacacc 20 

<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Seauence 
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<220> 

<223> Primer 
<400> 9 

gtaaatgagc agtgggttgc 20 

<210> 10 
<211> 21 
<212> MA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 10 

acacggcgct caagtccatc a 21 

<210> 11 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 11 

accgcatctt cttcctcgtg t 21 
<210> 12 
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<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 12 

cgtgggcctg gaactctaac t 21 

<210> 13 
<211> 1429 
<212> DNA 
<213> Human 



<400> 13 

gcagctgcct ctggctaatt gctcagctgc cagagaagtg actggaatag aggttgtagc 60 

ttaggcaccg ctgctccctc cagtccctcc gtgcagccga tgatggccct atggtccctg 120 

ctccatctca ccttcctggg gttcagcatt accttgctgt tggtccacgg gcagggcttc 180 

caagggacag cagccatctg gccatccctc ttcaacgtca acttgtccaa gaaggttcag 240 

gaaagcatcc agatcccgaa caatgggagt gcgcccctgc tcgtggatgt gcgggtgttt 300 

gtctccaacg tgtttaatgt ggacatcctg cgatacacaa tgtcctccat gctgctgctt 360 

aggctgtcct ggctggacac tcgcctggcc tggaacacta gtgcacaccc gcggcacgcc 420 

atcacgctgc cctgggagtc tctctggaca ccaaggctca ccatcctgga ggcgctctgg 480 

gtggactgga gggaccagag cccccaggct cgagtagacc aggacggcca cgtgaagctc 540 

aacctggccc tcaccacgga gaccaactgc aactttgagc tcctccactt cccccgggac 600 

cacagcaact gcagcctcag cttctacgct ctcagcaaca cggcgatgga gttagagttc 660 

caggcccacg tggtgaacga gattgtgagt gtcaagaggg aatacgtagt ttatgatctg 720 

aagacccaag tcccacccca gcagctggtg ccctgcttcc aggtgacgct gaggctgaag 780 
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aacacggcgc tcaagtccat catcgctctc ttggtgcctg cagaggcact gctgttggct 840 

gacgtgtgcg gggggttgct gcccctccgg gccattgagc gcataggcta caaggtgaca 900 

ttgctgctga gttacctcgt cctccactcc tccctggtgc aggccctgcc cagctcctcc 960 

tcctgcaacc cactgctcat ttactacttc accatcctgc tgctgctgct cttcctcagc 1020 

accatagaga ctgtgctgct ggctgggctg ctggcccggg gcaaccttgg ggccaagagc 1080 

ggccccagcc cagccccgag aggggaacag cgagagcacg gcaacccagg gcctcatcct 1140 

gctgaagagc cctccagagg agtaaagggg tcacagagaa gctggcctga gactgctgac 1200 

cgcatcttct tcctcgtgta tgtggttggg gtgctgtgca cccaattcgt ctttgcagga 1260 

atctggatgt gggcagcgtg caagtctgac gcagcccctg gagaggctgc accccatggc 1320 

aggcggccta gactgtaaag gggcagggcc tgggctgcac accttaggat gaagtttgct 1380 

ttcccatggc tgggggcggg ccatgacagg gcctctggat taagccacc 1429 

<210> 14 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 14 

tccctcttca acgtcaactt gtc 23 

<210> 15 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Primer 
<400> 15 

acaaacaccc gcacatcca 19 

<210> 16 
<211> 27 
<212>DNA 

<213> Artificial Seauence 
<220> 

<223> Probe 
<400> 16 

caggaaagca tccagatccc gaacaat • 27 
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